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Intent-to-Treat 2

| 2 (6.3%) I 0

| 2

Patients may be counted more than once.
Reviewer's table

Belgium — Center 4 Results—

e

patients)

Enoxaparin (number of

patients)

Desirudin (number of

Total (number
of patients)

Randomized

27

27

54

Prophylaxis period completed

26

25

51

Discontinued prematurely

3

Other reason

1
1 (WC)

2
2(WC)

3

Efficacy Analysis

Per-protocol

22 (81.5%)

24 (88.9%)

46 (85.2%)

Intent-to-Treat 1

22 (81.5%)

24 (88.9%)

46 (85.2%)

Intent-to-Treat 2

27 (100%)

27 (100%)

Excluded from PP, ITT*

5

inadequate central reading

1

Missing

No phlebography

1 (pt#5116)
3

W|OIOIW

LI ERENY

Efficacy Results

Per-protocol

3 (13.6%)

Intent-to-Treat 1

3(13.6%)

Intent-to-Treat 2

3 (11.1%)
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wlw|w

Patients may be counted more than once.
Reviewer's table

Denmark — Center 1 Resuits—

f-

Enoxaparin
(number of
_patients)

Desirudin (number Tota!

of patients) of patients)

{(number

Randomized

20

21

Prophylaxis period comnpleted

20

17

Discontinued prematurely

0

3

Adverse Event

1

Other reason

Treated no operation

0
0
0

3 (AP, NC, WC)
2

(R TR) N PN R b

Efficacy Analysis

Per-protocol

19 (95%)

15 (71.4%)

34 (82.9%)

Intent-to-Treat 1

19 (95%)

15 (71.4%)

34 (82.9%)

Intent-to-Treat 2

p 20

21

1

Excluded from PP and ITT*

6

Inadequate central reading

0

Missing

No operation

2 (pt # 9040, 9098)
2

No phlebography

[=]{=]1=]Eg L

4

£ =0

Efficacy Results

Per-protocol .

1(5.3%)

Intent-to-Treat 1

1(5.3%)

Intent-to-Treat 2

1(5%)

0
0
0

*Patients may be counted more than once.
Reviewer's table

Denmark — Center 2 Results—  <wwwa

Enoxaparin (number Desirudin (number of Total (number of
of patients) patients) patients)
Randomized 27 25 52
Prophylaxis period completed 21 21 42
Discontinued prematurely 6 4 10
Adverse Event 1 0 1
Other reason 5 (1 AP, 2 PX, 2 WC) 4 (2 AP, 1 PX, 1 WC) 9
Treated, but no operation 3(2PX, 1WC) 2 (AP) 5
Efficacy Analysis
Per-protocol 19 (70.4%) 19 (76%) 38 (73.1%)
Intent-to-Treat 1 19 (70.4%) 19 (76%) 38 (73.1%)
Intent-to-Treat 2 27 25 54
Excluded from PP, ITT* 8 6 14
Inadequate central reading 1 2 3
No operation performed 3 2 5
No phlebography 7 4 11
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Efficacy Results
[ Per-protocol 0 2 (10 5%) 2
' Intent-to-Treat 1 0 2 (10.5%) 2
Intent-to-Treat 2 0 2 (8%) 2

Patients may be counted more than once.

Reviewer's table

Denmark — Center 3 Results— o=

Enoxaparin Desirudin (number { Total (number of
{number of of patients) patients)
patients)

Randomized 14 15 29
Prophylaxis period completed 13 13 26
Discontinued prematurely 1 2 3

Death 0 0 0
Adverse Event 0 C 0
Other reason 1 (WC) 2 (PX, WC) 3
Treated, but no operation 0 0 0

Efficacy Analysis
Per-protocol 11 (78.6%) 12 (80%) 22 (75.9%)
Intent-to-Treat 1 11 (78.6%) 12 (80%) 23
Intent-to-Treat 2 14 15 29
Excluded from PP, ITT 3 3 6

inadequate central reading 2 ‘ 3
No phlebography 1 2 3

Efficacy Results
Per-protocol 0 0 0
Intent-to-Treat 1 0 0 0
Intent-to-Treat 2 0 0 0

Patients may be counted more than once.
Reviewer’s tahle
Denmark — Center 4 ResultsS— “auemer
Enoxaparin (number of Desirudin {number of Total (number of
patients) patients) patients)

Randomized 29 28 57
Prophylaxis period completed 23 26 49
Discontinued prematurely 6 2 8

Death 0 0 0
Adverse Event 2. 1 3
Other reason 4 (2PX,2WC) 1 (WC) 5
Treated, but no operation 3 (AE, 2 PX) 0 3

Efficacy Analysis
Per-protocol 20 (69%) 22 (78.6%) 42 (89.4%)
intent-to-Treat 1 20 (69%) 22 (78.6%) 42 (89.4%)
Intent-to-Treat 2 29 28 57
Excluded from PP, 1TT* 9 5 15

Missing 1 (pt# 9132) 1 (pt # 9072) 2
No operation 3 0 3
No phlebography 8 5 13

Efficacy Results
Per-protocol 0 0 0
Intent-to-Treat 1 0 0 0
Intent-to-Treat 2 0 0 0

Patients may be counted more than once.

Reviewer's table

France — Center 1 Results— em=s

Enoxaparin (number Desirudin (number of Total (number of
of patients) patients) ___patients)

Randomized 23 26 49

Prophylaxis period completed 23 26 49

Discontinued prematurely 0 0 0
Efficacy Analysis

Per-protocol 20 (87%) 21 (80.8%) 41 (83.7%)

Intent-to-Treat 1 20 (87%) 22 (84.7%) 42

Intent-to-Treat 2 23 26 49

Excluded from PP and ITT* 3 4 7

Inadequate central reading 1 0 1
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Missing 1(pt#7011) 4 (pt # 7008, 7010, 5
7017, 7114)
No phiebography 1 0 1
Excluded from PP 0 1 1
Phlebography performed at wrong time 0 1 1

Efficacy Results
Per-protocol 2 (10%) 2 (9.5%) 4
Intent-to-Treat 1 2 (10%) 2(9.1%) 4
Intent-to-Treat 2 2 (8.7%) 2(7.7%) 4

Patients may be counted more than once.

Reviewer’s table

France — Center 2 Results— "= .

Enoxaparin (number Desirudin (number of Total (number of
of patients) patients) patients)

Randomized 8 11 19
Prophylaxis period completed 8 11 19
Discontinued prematurely 0 0 0

Efficacy Analysis
Per-protocol 7 (87.5%) 11 18 (94.7%)
Intent-to-Treat 1 7.(87.5%) 1 18 (94.7%)
Intent-to-Treat 2 8 11 19
Excluded from PP, {TT 1 0 1

Missing 1 (pt # 7026) 0 1

Efficacy Results
Per-protocol 2 (28.6%) 1(9.1%) 3
Intent-to-Treat 1 2 (28.6%) 1(9.1%) 3
intent-to-Treat 2 2 (25%) 1(9.1%) 3

Patients may be counted more than once.

Reviewer's table

France — Center 3 Results— -—==aw

Enoxaparin (number of Desirudin Total (number of
patients) {number of patients)
patients)

Randomized 15 16 31
Prophylaxis period compieted 13 13 26
Discontinued prematurely 2 3 5

Death 0. 0 0
Adverse Event 1 1 2
Other reason 1 (PX) 2 (AP, PX) 3
Treated, but no operation 1 (AE) 1 (PX) 2

Efficacy Analysis
Per-protocol 11 (73.3%) 13 (81.3%) 24 (77 .4%)
Intent-to-Treat 1 13 (86.7%) 15 (93.8%) 28 (90.3%)
Intent-to-Treat 2 15 16
Excluded from PP and ITT* 2 3 5

No operation 1 1 2
No phlebography 2 2 4
Excluded from PP* only 2 0 2
Concomitant medication not allowed 2 0 2

Efficacy Results
Per-protocol 1(9.1%) 2(15.4%) 3
Intent-to-Treat 1 1(7.7%) 2(13.3%) 3
Intent-to-Treat 2 1(6.7%) 2(12.5%) 3

Patients may be counted more than once.
Reviewer's table

-

France — Center 4 Results—

Enoxaparin (number of

Desirudin (number of

Total (number of

patients) patients) patients)

Randomized 25 26 51

Prophylaxis period completed 24 25 49
Discontinued prematurely 1 1 2
Death 0 [¢] 0
Adverse Event 0 1 (PE) 1
Other reason 1 (AP) 0 1
Treated, but no operation 0 0 0

Efficacy Analysis
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Per-protocol 7 (28%) 19 (38.5%) 17 (33.3%)
Intent-to-Treat 1 7 (28%) 11 (42.3%) 18 (35.3%)
Intent-to-Treat 2 25 26 51
Excluded from PP, ITT* 18 16 34 (66.7%)

Concomitant medication not 0 1 1
allowed
inadequate central reading 0 3 3
Missing 15 (pt # 7083, 7084, 11 (pt # 7075, 7079, 26 (51%)
7086, 7087, 7089, 7094, | 7085, 7088, 7090, 7091,
7095, 7149, 7150, 7151, | 7093, 7145, 7158, 7159,
7157, 7163, 7164, 7165, 7160)
7168)
No phlebography 3 2 S
Excluded from PP* 0 1 1
Concomitant medication not 0 1 1
allowed

Efficacy Results
Per-protocol 1(14.3%) 4 (40%) S
intent-to-Treat 1 1 (14.3%) 4 (36.4%) S
Intent-to-Treat 2 1 (4%) 4 (15.4%) 5

Patients may be counted more than once.
Reviewer's table -

Germany — Center 1 Results— ==

Enoxaparin (number Desirudin (number of | Total (humber
of patients) _patients) of patients)

Randomized 66 66 132
Prophylaxis period completed 63 65 128
Discontinued prematurely 3 1 4

Adverse Event 3 1 4
Treated, but no operation 0 1 (AE) 1

Efficacy Analysis
| Per-protocol 46 (69.7%) 54 (81.1%) 100 (75.8%)

Intent-to-Treat 1 47 (71.2%) 56 (84.8%) 103 {78%)
Intent-to-Treat 2 66 66 132
Excluded from PP and ITT* 19 10 29 (22%)

Concomitant medication, not allowed 1 2 3

Inadequate central reading 5 1 6

Missing 8 (pt # 6065, 6082, 4 (pt # 6063, 6072, 12

: 6111, 6114, 6127, ‘6151, 9952)
6150, 9964, 9967)

No operation 0 1 1

No phlebography 6 4 10
Excluded frcm PP* only 1 2 3

Concomitant medication, not allowed 1 2 3

tfficacy Results

Per-protocol 5 (10.9%}) 2(3.7%) 7
Intent-to-Treat 1 5(10.6%) 2 (3.6%) 7
Intent-to-Treat 2 5 (7.6%) 2 (1.5%) 7

Patients may be counted more than once.

Reviewer's table

Germany - Center 2 Results— o

Enoxaparin (number Desirudin Total (number of
of patients) ‘number of patients)
patients)

Randomized 44 44 88
Prophylaxis period completed 43 43 86
Discontinued prematurely 1 1 2

Other reason 1 (WC) 1 (WC) 2

Efficacy Analysis
Per-protocoi 34 (77.3%) 30 (68.2%) 64 (72.7%)
Intent-to-Treat 1 34 (77.3%) 31 (70.5%) 65 (73.9%)
intent-to-Treat 2 44 44 88
Excluded from PP and ITT 10 13 23 (26.1%)

Inadequate central reading 6 10 16

No phlebography 4 3 7
Excluded from PP only 0 1 1

Concomitant medication not aliowed 0 1 1
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Efficacy Resuits
Per-protocol 2 (5.9%) 3 (10%) 5
intent-to-Treat 1 2 (5.9%) 3(9.7%) 5
Intent-to-Treat 2 2(4.5%) 3 (6.8%) 5

Patients may be counted more than once.

Reviewer's table :

ltaly — Center 1 Results— et j

Enoxaparin (number Desirudin Total (number
of patients) (number of of patients)
_patients)

Randomized 31 32 63
Prophylaxis period completed 29 29 58
Discontinued prematurely 2 3 5

Adverse Event 2 2 4
Other reason 0 1 (PX) 1

Efficacy Analysis
Per-protocol 19 (61.3%) 22 (68.8%) 43 (68.3%)
Intent-to-Treat 1 21 (67.8%) 24 (75%) 45 (71.4%)
Intent-to-Treat 2 31 32 63
Excluded from PP and ITT 10 8 18 (28.6%)

Inadequate central reading 2 2 -4
Missing 1(pt#7677) 2 (pt# 7502, . 3
7565)
No phlebography 7 4 1
Phlebography performed at wrong time 0 1 1
Excluded, from PP 2 2 4
No phlebography . 1 0 1
Phlebography performed at the wrong time A 2 3

Efficacy Results
Per-protocol 2 (10.5%) 1(4.5%) 3
Intent-to-Treat 1 2 (9.5%) 1(4.2%) 3
fntent-to-Treat 2 2 (6.5%) 1(3.1%) 3

* Patients may be counted more than once.

Reviewer's table

.

Italy — Center 2 Results—
Enoxaparin (number of Desirudin (number of Total (number of
patients) patients) patients)
Randomized - 34 36 70
Prophylaxis period completed 33 35 68
Discontinued prematurely 1 1 2
Adverse Event 1 1 2
Efficacy Analysis
Per-protocol 28 (82.4%) 29 (80.6%) 57 (81.4%)
Intent-to-Treat 1 28 (82.4%) 29 (80.6%) 57 (81.4%)
intent-to-Treat 2 34 36 70
Excluded from PP and ITT 6 7 13
Inadequate central reading 1 0 1
Missing 1 (pt # 7542) 0 1
No phlebography 4 7 11
Efficacy Results
Per-protocol 2(7.1%) 1{3.4%) 3
Intent-to-Treat 1 2 (7.1%) 1(3.4%) 3
intent-to-Treat 2 2 (5.9%) 1(2.8%) 3

* Patients may be counted more than once.

Reviewer's table

ltaly — Center 3 Results~

oy

Enoxaparin (number of | Desirudin (number of Total (number of
patients) _patients) patients)

Randomized 35 35 70

Prophylaxis period compieted 34 34 68

Discontinued prematurely 1 1 1

Adverse Event 1 1 1

Efficacy Analysis

Per-protocol 30 (85.7%) 25 (71.4%) 55 (78.6%)

Intent-to-Treat 1 30 (85.7%) 25 (71.4%)

55 (78.6%)




NDA 21271 Page 107
Intent-to-Treat 2 35 35 70
Excluded from PP and {TT 5 10 15

Inadequate central reading 2 5 7
Missing 2 (pt # 7256, 7616) 0 2
No phlebography 1 5 6

Efficacy Results
Per-protocol 4 (13.3%) 2 (8%) 6
Intent-to-Treat 1 4{13.3%) 2 (8%) 6
Intent-to-Treat 2 4 (11.4%) 2 (5.7%) 6

* Patients may be counted more than once.

Reviewer’s table

Netherlands 1 — Center 1 Results —}  ~wwwe

Enoxaparin {number of | Desirudin (number of { Total (number of
patients) patients) patients)

Randomized 25 25 50
Prophylaxis period completed 24 23 47
Discontinued prematurely 1 2 3

Adverse Event 0 2 2
Other reason 1 (AP) 0 1

Efficacy Analysis : )
Per-protocol 16 (64%) 16 (64%) 32 (64%)
Intent-to-Treat 1 17 (68%) 17 (68%) 34 (68%)
Intent-to-Treat 2 25 25 50
Excluded from PP and ITT 8 8 16 (32%)

inadequate central reading 1 5 6
Missing 1 (pt # 8042) 0 1
No phlebography 6 3 9
Excluded from PP only 1 1 2
Concomitant medication not allowed 1 1 2

Efficacy Results
Per-protocol 2 {12.5%) 1(6.3%) 3
Intent-to-Treat 1 2 (11.8%) 1{5.8%) 3 |
Intent-to-Treat 2 2 (8% 1(4%) 3

* Patiznts may be counted more than once.

Reviewer's table

Netheriands — Center 2 Resulis— =

o Enoxaparin Desirudin Total (number of
{number of {number of patients)
patients) palients)

Randomized 41 42 83
Prophyiaxis period completed 40 40 80
Discontinued prematurely 1 2 3

Adverse Event 1 2 3

Efficacy Analysis
Per-protocol 16 (39%) 16 (38.1%) 32 (38.8%)
intent-to-Treat 1 17 (41.5%) 17 {40.5%) 34 (41°%)

intent-to-Treat 2 41 42 83
Excluded from PP and ITT* 24 25 49 (59%)

Concomitant medicalion, not allowed 2 0 2

Inadequate central reading 4 9 13

Missing 1 (pt # 8115) 2 (ot#8112,

8180)

No phlebography 19 13 32

Phiebography performed at the wrong time 0 1 1
Excluded from PP only 1 1 2

Concomitant medication, not aliowed 1 0 1

Phiebography performed at the wrong time 0 1 1

Efficacy Resuits
Per-protocol 1 (6.3%) 1(6.3%) 2
Intent-to-Treat 1 1(5.9%) 1(5.9%) 2
Intent-to-Treat 2 1(2.4%) 1(2.4%) 2

* Patients may be counted more than once.
Reviewer's table

Netherlands — Center 3 Results—

e

patients)

Enoxaparin (nurr,\ber of

Desirudin (number
of patients)

Total (number
of patients)
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Randomized 36 35 71
Prophylaxis period completed 28 31 59
Discontinued prematurely 8 4 12
Adverse Event 2 2 4
Other reason 6 (2AP,1PX,2WC, "~ 2 (WC) 8
. NC)

Efficacy Analysis
Per-protocol 12 (33.3%) 18 (51.4%) 30 (42.3%)
Intent-to-Treat 1 15 (41.7%) 19 (54.3%) 34 (47.9%)
intent-to-Treat 2 36 35 71
Excluded from PP, ITT* 21 16 37 (52.1%)

Concomitant medication not allowed 1 0 1
Inadequate central reading 7 7 14
Missing 0 2 (pt # 8144, 8619) 2
No phlebography 14 7 21
Phiebography performed at the wrong time 0 1 1
Excluded, from PP* 3 1 4
Concomitant medication not allowed 0 1 1
Phiebography performed at the wrong time 3 1 4

Efficacy Results

Per-protocol 1(8.3%) 0 1
-Intent-to-Treat 1 1(6.7%) 0 1
Intent-to-Treat 2 1(2.8%) 0 1

* Patients may be counted more than once. :

Reviewer’s table

Spain — Center 1 Results- ===

. Enoxaparin Desirudin Total (number
(number of {(number of of patients)
patients) patients)

Randomized 21 20 41
Prophylaxis period completed 19 17 36
Discontinued prematurely 2 3 5

Death 0 0 0
Adverse Event 1 (DVT) 2 3
Other reason 1.(PX) 1 (AP) 2

Efficacy Analysis
Pet-protocol 12 (57.1%) 11 (55%) 23 (56.1%)
Intent-to-Treat 1 12 (57.1%) 12 (60%) 24 (58.5%)
Intent-to-Treat 2 2 20 41
Excluded from PP, ITT* 9 8 17

Concomitant medication not allowed 0 1 1
Inadequate central reading 5 6 1
No phlebography 4 2 6
Phlebography performed at the wrong time 1 0 1
Excluded, from PP 0 1 1
- Phiebography performed at the wrong time 0 1 1

Efficacy Results
Per-protocol 0 2 (18.2%) 2
Intent-to-Treat 1 0 2 (16.7%) 2
Intent-to-Treat 2 0 2 (10%) 2

*Patients may be counted more than once.
Reviewer's table

Spain — Center 2 Results— ' v
Enoxaparin (number Desirudin (number of Total (number
of patients) patients) of patients)
Randomized 30 29 59
Prophylaxis period completed 28 24 52
Discontinued prematurely 2 5 7
Death 0 1 1
Adverse Event 2 1 3
Other reason 0 3 (PX) 3
Treated, but no operation 0 43 PX, 1 AE) 4
Efficacy Analysis
Per-protocol 22 (73.3%) 16 (55.2%) 38
Intent-to-Treat 1 23 (76.7%) 16 (55.2%) 39
Intent-to-Treat 2 30 29 59
Excluded from PP and ITT* 7 13 20
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Inadequate central reading 3 2 5
Missing 2 (pt # 6629, 6661) S (pt # 6594, 6602, 7

6612, 6628, 6635)
No operation 0 4 4
No phlebography 2 6 8
Excluded from PP* only 1 0 1
Concomitant medication, not allowed 1 0 1
Efficacy Results
Per-protocol 3 (14.4%) 1 (6.3%) 4
Intent-to-Treat 1 3{13%) 1(6.3%) 4
intent-to-Treat 2 3 (10%) 1(3.4%) 4

* Patients may be counted more than once.

Reviewer's table

Sweden — Center 1 Results— e

Enoxaparin Desirudin (number of | Total (number of
(number of patients) patients)
patients) ]

Randomized 52 53 105

Prophylaxis period completed 49 47 96
Discontinued prematurely .3 6 9
Adverse Event 0 1 (PE) 1
Qthér reason 3(2PX, 1WQ) 5 (2 AP, 2 PX, 1 WC) 8
Treated, but no operation 0 3(2AP, 1 AE) 3
Efficacy Analysis
Per-protocol 45 (86.5%) 42 (79.2%) 87 (82.9%)
intent-to-Treat 1 45 (86.5%) 42 (79.2%) 87 (82.9%)
Intent-to-Treat 2 52 53 105
Excluded from PP, ITT 7 11 18
Concomitant medication not allowed 1 0 1
Inadequate central reading 2 4 6
No operation 0 3 3
No phlebography 5 7 12
Phiebography performed at the wrong 0 1 1
time
Efficacy Results
Per-protocol 5(11.1%) 2 (4.8%) 7
Intent-to-Treat 1 5(11.1%) 2 (4.8%) 7
Intent-to-Treat 2 5(11.1%) 2(".9%) 7

* Patients may be counted more than once.
Reviewer's table

Sweden — Center 2 Results— et
Enoxaparin (number | Desirudin (number of | Total (number
of patients) patients) of patients)
Randomized 54 53 107
Prophylaxis period completed 54 51 105
Discontinued prematurely 0 2 2
Adverse Event 0 J 0
Other reason 0 2 (PX) 2
Efficacy Analysis
Per-protocol 42 (77.8%) 44 (83%) 86 (80.4%)
Intent-to-Treat 1 42 (77.8%) 44 (83%) 86 (80.4%)
Intent-to-Treat 2 54 53 107
Excluded from PP , ITT 12 9 21
Concomitant medication not allowed 0 1 1
inadequate central reading 9 5 14
Missing 0 1 (pt # 9693) 1
No phlebography 3 3 6
Efficacy Results
Per-protocol 2 (4.8%) 1(2.3%) 3
Intent-to-Treat 1 2 (4.8%) 1(2.3%) 3
Intent-to-Treat 2 2(3.7%) 1(1.9%) 3

* Patients may be counted more than once.
Reviewer’s table

Sweden — Center 3 Results—

———

| Enoxaparin (number | Desirudin (number of | Total (number |
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of patients) patients) of patients)
Randomized 47 46 93
Prophylaxis period completed 42 43 85
Discontinued prematurely 5 3 8
Death 0 0 0
Adverse Event 0 0 0
Other reason 5 (4 PX, 1WC) 3 (AP, 2 PX) 8
Treated, but no operation 3(2AP, 1 WC) 1(AP) 4
Efficacy Analysis
Per-protocol 33 (70.2%) 32 (69.6%) 65 (69.9%)
Intent-to-Treat 1 33 (70.2%) 32 (69.6%) 65 (69.9%)
Intent-to-Treat 2 47 46 93
Excluded from PP, ITT 14 14 28
Inadequate central reading 6 8 14
Missing 0 3 (pt # 9789, 9805, 3
9807)
No cperation 3 1 4
No phiebography 7 3 10
Phlebography performed at wrong time 0 1 1
Efficacy Results
Per-protocol 2 (6.1%) 0 2
intent-to-Treat 1 2 (6.1%) 0 2
Intent-to-Treat 2 2(4.3%) 0 2
* Patients may be counted more than once.
Reviewer's table
Sweden — Center 4 Resulis— s
Enoxaparin (number Desirudin Total (numbes cf |
of patients) (nrumber of patients)
patients)
Randomized 41 41 82
. __ Prophylaris period completed 38 36 74
Discontinued prematurely 3 5 8
Adverse Event 1(DVT) 2 3
Qther reason 2 (PX) 3{PX,2WC) 5
Treated, but no operation 1 (PX) Q i
Eificacy Analysis
Per-protocol 30 (73.2%) 28 (68.3%) 58 (70.7%)
Intert-to-Traat 1 - 31 (75.6%) 28 (58.3%) 59 (72%)
Intent-to-Treat 2 41 41 82
Exciuded from PP and ITT* 10 13 23
Inadequate central reading 2 4 6
Missing 1 (pt # 9866) 0 1
No operation 1 0 1
No phlebography 7 9 16
Phiebography performed at the wrong 0 1 1
time
Excluded, from PP 1 0 1
Phiebography performed at the wrong 1 0 1
ume
Efficacy Results
Per-protocol 2(6.7%) 2(7.1%) 4
Intent-to-Treat 1 2(6.7%) 2{7.1%) 4
intent-to-Treat 2 2 (4.9%) 2(7.1%) 4
* Patients may be counted more than once.
Reviewer's table
Switzerland — Center 1 Results— “——
Enoxaparin (number of Desirudin (number of Total (number of
patients) patients) patients)
Randomized 27 27 54
Prophylaxis period completed 26 27 53
Discontinued prematurely 1 0 1
Adverse Event 1 0 1
Efficacy Analysis
Per-protocol 24 (88.9%) 25 (92.6%) 49 (90.7%)
Intent-to-Treat 1 25 (92.6%) 25 (92.6%) 50 (92.6%)
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Intent-to-Treat 2

27 (100%)

27 (100%)

Exciuded from PP, ITT*

2

2

Inadequate central reading

1

Missing

Excluded, from PP*

1 (pl #5525)
0

Phiebography performed at the
wrong time

- {ON

0

-s..a..so)hg

Efficacy Results

Per-protocol

2(8.3%)

2 (8%)

Intent-to-Treat 1

2 (8%)

2(8%)

intent-to-Treat 2

2(7.4%)

2 (7.4%)

Sl

Patients may be counted more than once.

Reviewer’s table

Switzerland — Center 2 Results-

Enoxaparin {(number of
patients)

Desirucin (number of
patients)

Total (number of patients)

Randomized

27

27

54

Prophylaxis period completed

26

25

52

Discontinued prematurely

1

2

3

Adverse Event

1

1

2

Other reason

0

1 (WC)

1

Efficacy Analysis

Per-protocol

20 (74.1%)

21 (77.8%)

41 (75.9%)

Intent-to-Treat 1 -

21 (77.8%)

21 (77.8%)

42 (77.8%)

Intent-to-Treat 2

27 (100%)

27 (100%)

54

Excluded from PP and ITT*

6

12

Inadequate central reading

3

Missing

1 (pt # 5539)

No phiebography .

Phlebography performed at
the wrong time

1

oinio|ai,

alslal~

Excluded from PP* only

1

Phiebography performed at
the wrong time

SO

Y P

Efficacy Resuits

Per-protocol

1 (5%)

2(9.5%)

Intent-to-Treat 1

1 (4.8%)

2(9.5%) .

Intent-to-Treat 2

1(3.7%)

2 (1.4%);

wiwiw

Patients may be counted more than once.

Reviewer’s table

Switzerland — Center 3 Results—  wewsses

7

Enoxaparin (number of

Desirudin (number of

Total (number of patients)

patients) patients)

Randomized 9 8 17
Prophyiaxis period completed 7 5 12
Discontinued prematurely 2 3 5

_Adverse Event 1 1 2
Other reason 1 (NC) 2 (AP) 3
Treated, but no operation 1 (AP) 0 1

Efficacy Analysis
Per-protocol 7 (77.8%) 3(37.5%) 10 (58.8 %)
Intent-to-Treat 1 7 (77.8%) 4 (50% 11 (64.7%)
intent-to-Treat 2 9 (100%) 8 (100 %) 17 (100%)
Excluded from PP and ITT" 2 4 - 6

No operation 0 1 1
No phlebography 2 4 6
Excluded from PP only 0 1 1
Phiebography performed at 0 1 1

the wrong time

Efficacy Results
Per-protocol 1(14.3%) 0 1
Intent-to-Treat 1 1(14.3%) 0 1
Intent-to-Treat 2 1(11.1%) 0 1

* Patients may be counted more than once.

Reviewer's table

Switzerland — Center 4 Results—  ammw
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Enoxaparin {number Desirudin (number of Total (number of
of patients) patients) patients)
Randomized 1 2 3
Prophylaxis period completed 0 1 1
Discontinued prematurely 0 1 1
Other reason 0 1 (AP) 1
Efficacy Analysis
Per-protocol 0 {0%) 1 (50%) 1(33.3%)
Intent-to-Treat 1 1 (100%) 1 (50%) 2 (66.7%)
Intent-to-Treat 2 1 (100%} 2 (100%) 3
Excluded from PP and ITT* 0 1 1
Concomitant medication not allowed 0 1 1
No phlebography 0 1 1
Exciuded from PP only 1 0 1
Concomitant medication not allowed 1 0 1
Efficacy Resuits
Per-protocol 0 0 0
Intent-to-Treat 1 0 0 0
Intent-to-Treat 2 0 0 0

* Patients may be counted more than once.

Reviewer's table

Country and Center Analysis- RH/E28

Denmark — Center 1 Results - Soren Solgaard MD (principal investigator)

Unfractionated Desirudin Total (number of
heparin (number of (number of patients)
patients) natients)

Randomized 14 15 29
Prcphylaxis period completed 12 15 27
Discontinued prematurely 2 . 0 2 (6.9%)

Adverse Event * 1 0 1
Other reason 1 0 1

Efficacy Analysis
Per-protocol 12 (85.7%) 14 (93.3%) 26 (89.7%)
intent-to-Treat 1 12 {85.7%) 15 27
Intent-to-Treat 2 14 15 29

Excluded from PP and ITT 2 0 2

No phlebography 2 0 2

Excluded from PP only 0 1 1

Concomitant medication not allowed 0 1 1

Efficacy Results
Per-protocol 1(8 3%) 0 1
Intent-to-Treat 1 1(8.3%) 0 1
Intent-to-Treat 2 1(7.1%) 0 1

Reviewer's table

Denmark - Center 2 Results - Carsten Torholm MD PhD (principal investigator)

: Unfractionated Desirudin Tota! (number of
heparin (namber (number of patients)
of patiets) patients)

Randomized 15 17 32
Prophylaxis period completed 14 15 29
Discontinued prematurely 1 2 3

Death 0 Q 0
Adverse Event 0 1 1
Other reason 1 (WC) 1 (PX) 2

Efficacy Analysis
Per-protocol 12 (80.0%) 11 (64.7%) 23 (71.9%)
Intent-to-Treat 1 13 (86.7%) 11 (64.7%) 24 (75%)
Intent-to-Treat 2 15 17 32

Excluded from PP and ITT 2 5 7

Inadequate central reading 1 4 5
No operation 0 1 1
No phlebography 1 2 3
Excluded from PP only 1 0 1
Concomitant medication not allowed 1 0 1

Efficacy Results

Per-protocol 3 {25%) 1(9.1%) 4
WAY
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Intent-to-Treat 1 3(23.1%) 1(9.1%) 4
Intent-to-Treat 2 3 (20%) 1(5.9%) 4

Reviewer’s table

Denmark — Center 3 Results - Per Willie Jorgenson MD (principal investigator)

Unfractionated Desirudin Total (number of
heparin (number of {number of patients)
patients) patients)

Randomized 12 12 24 (100%)
Prophylaxis period completed 10 10 20 (83.3%)
Discontinued prematurely 2 2 4 (16.7%)

Death 0 C 0
Adverse Event 0 1 1(4.2%)
Other reason 2 (PX, WC) 1 (WQC) 3(12.5%)

Efficacy Analysis
Per-protocol 9 (75%) 8 (66.7%) 17 (70.8%)
Intent-to-Treat 1 9 (75%) 8 (66.7%) 17 (70.8%)
Intent-to-Treat 2 12 12 24

Exciuded from PP and ITT 3 4 7
Inadequate central reading 1 2 3
No phiebography 2 2 4

Efficacy Results
Per-protocol 2 (22.2%) 1 (12.5%) 3

i Intent-to-Treat 1 2 (22.2%) 1(12.5%) 3
i Intent-to-Treat 2 2 (16.7%) 1 (8.3%) 3

Reviewer’s table

Sweden — Center 1 Results - Bengt Eriksson MD PhD (principal investigator

Unfractionated Desirudin Total (number of
heparin (number of (number of patients)
/ patients) patients)

Randomized 21 22 43
Prophylaxis period completed 20 (95.2%) 19 (36.4%) 39 (90.7%)
Discontinued prematurely 1(4.8%) 3(13.6%) 4 (9.3%)

Death 0 0 0
Adverse Event 0 0 0
Other reason 1 (PX) 3 (AP, PX, WC) 4 (9.3%)

Efficacy Analysis
Per-protocol 19 (90.5%) 17 (77.3%) 36 (83.7%)
intent-to-Treat 1 20 (95.2%) 18 (81.8%) 38 (88.4%)
Intent-to-Treat 2 21 22 43

Excluded from PP and ITT 1 4 5
Inadequate central reading 1 0 1
No phiebography 1 4 5

Excluded from PP only 1 1 2
Concomitant medication not allowed 1 0 1
Phlebography at wrong time 0 1 1

Efficacy Results
Per-protocol 5 (26.3%) 2 (11.8%) 7
intent-to-Treat 1 6 (30%) 2(%1.1%) 8
Intent-to-Treat 2 6 (28.6%) 2(9.1%) 8

Reviewer’s table

Sweden— Center 2 Results - Lennart Ahnfelt MD (principal investigator)

Unfractionated Desirudin (number of | Total (number of
heparin (number of patients) patients)
patients)

Randomized 28 30 58
Prophylaxis period completed 26 (92.9%) 28 (93.3%) 54 (93.1%)
Discontinued prematurely 2 (7.1%) 2 (6.7%) 4 (6.9%)

Death 0 0 0
Adverse Event 1 2 3 (5.2%)
Other reason 1 (PX) 0 1 (1.7%)

Efficacy Analysis
Per-protocol 22 (78.6%) 24 (80%) 46 (79.3%)
Intent-to-Treat 1 22 (78.6%) 25 (83.3%) 47 (81%)
Intent-to-Treat 2 28 32 58

Excluded from PP and ITT 6 & 11
Inadequate central reading 2 2 4
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No phlebography 4 3 7

Excluded from PP only 0 1 1

Phlebography at wrong lime 9 1 1

Efficacy Resuits
Per-protocol 6 (27.3%) 0 6
Intent-to-Treat 1 6 (27.3%) 0 6
Intent-to-Treat 2 6 (21.4%) 0 6

Reviewer's table

Sweden — Center 3 Results - Claes Rothelius MD (principal investigator)

Unfractionated Desirudin Total (number of
heparin (number of {number of patients)
patients) patients)

Randomized 25 24 49
Prophylaxis period completed 21 (84%) 19 (79.2%) 40 (81.6%)
Discontinued prematurely 4 (16%) £ (20.8%) 9 (18.4%)

Death 0 0 0
Adverse Event 4 1 5 (10.2%)
Other reason 0 4 (A FX, WC) 4 (8.2%)

Efficacy Analysis
Per-protocol 18 (72%) 16 (66.7%) 34 (69.2%)
Intent-to-Treat 1 19 (76%) 17 (70.8%) 36 (73.5%)
Intent-to-Treat 2 25 24 49

Excluded from PP and ITT 6 8 14
Concomitant medication not allowed 0 1 1
Inadequate central reading 0 2 2
No phlebography performed 6 5 11

Excluded from PP only 1 1 2
Concomitant medication not allowed 1 1 2

Efficacy Resuits
Per-protocol J 2 (11.1%) 4 (25%) 6
Intent-to-Treat 1 2 (10.5%) 4 (23.5%) 6

| Intent-to-Treat 2 2 (8%) 4 (16.7%) 6

Faviewer's table

Sweden — Center 4 Results - Per-Olof Kroon MD PhD (princigal investigator)

Unfractionated Desirudin Total (number of
heparin (number of (number of patients)
patients) natients)

Randomized : 21 21 42
Prophylaxis period compieted 18 (85.7%) 19 (80.5%) 37 (88.1%)
Discontinued prematurely 3 (14.3%) 2 (9.5%) 5(11.9%)

Adverse Event 1 1 2 (4.8%)
Other reason 2 (PX, WC) 1 (PX) 3(7.1%)

Efficacy Analysis
Per-protocol 15 (71.4%) 17 (81%) 32 (76.2%)
Intent-to-Treat 1 15 (71.4%) 17 (81%) 32 (76.2%)
Intent-to-Treat 2 21 21 ’ 42

Excluded from PP and ITT 6 4 10

Inadequate central reading 0 1 1

No phlebography 6 3 9

Efficacy Resuits
Per-protocol 8 {53.3%) 2 (11.8%) 10
Intent-to-Treat 1 8 (563.3%) 2 (11.8%) 10
Intent-to-Treat 2 8 (38.1%) 2 (9.5%) 10

Reviewer's table

Sweden — Center 5 Results - Sven Bjorkstrom MD (principal investigator)

Unfractionated Des’rudin Total (number of
heparin (number of (number of patients)
patients) patients)

Randomized 20 18 38
Prophylaxis period completed 18 (90%) 18 36 (94.7%)
Discontinued prematurely 2 (10%) 0 2 (5.3%)

Adverse Event 1 0 1(2.6%)
Other reason 1 (PX) 0 1 (2.6%)

Efficacy Analysis
Per-protocol 18 (90%) 12 (€6.7%) 30 (78.9%)
Intent-to-Treat 1 18 (90%) 14 (77.8%) 32 (84.2%)
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Intent-to-Treat 2

Excluded from PP and ITT

Inadequate central reading

No phlebography

Excluded from PP only
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Concomitant medication not allowed
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Efficacy Results

Per-protocol

5 (27.7%)

intent-to-Treat 1

5 (27.7%)

[=]{=]{e]

Intent-to-Treat 2

5 (20%)

aionn

Reviewer’s table

Sweden - Center 6 Results - Ralph Berg MD (principal investigator)

Unfractionated Desirudin (number Total (number of
heparin (number of of patients) patients)
patients)

Randomized 26 27 53
Prophylaxis period completed 23 (88.5%) 23 (85.2%) 46 (86.4%)
Discontinued prematurely 3(11.5%) 4 (14.8%) 7 (13.2%)

Adverse Event 1 2 3(5.7%)
Other reason 2 (AP, PX) 2 (PX) 4 (7.5%)

Efficacy Analysis
Per-protocol 22 (84.6%) 20 (74.1%) 42 (79.2%)
Intent-to-Treat 1 22 (84.6%) 20 (74.1%) 42 (79.2%)
intent-to-Treat 2 26 27 53

Excluded from PP and ITT 4 7 1
Inadequate central reading 1 3 4
No phlebography 3 4 7

Efficacy Results
Per-protocol 1(4.5%) _ 2 (10%) 3
Intent-to-Treat 1 1(3.8%) 2 (10%; 3
Intent-to-Treat 2 1 (3.8%) 2 (7.4%) 3

Reviawer's table

Sweden —~ Center 7 Results - Julius Soreff MD PhD (principal investigator
Unfractionated Desirudin Total (number of -
heparin (number of (number of patients)
patients) paten:s)

Randomized 25 27 52
Prophylaxis period completed 20 (80%) 24 (88.9%) 44 (84.6%)
Discontinued prematurely 5 (20%) 3(11.1%) 8 (15.4%)

Death 0 0 0
Adverse Event 2 1 3 (5.8%)
Other reason 3 (2 PX, WC) 2 PX) 5 (9.6%)

Efficacy Analysis
Per-protocol 20 (80%) 23 (85.2%) 43 (82.7%)
Intent-to-Treat 1 20 (80%) 23 (85.2%) 43 (82.7%)
Intent-to-Treat 2 25 27 ‘52

Excluded from PP and ITT 5 4 9

Inadequate central reading 1 0 1

No operation 0 1 1

No philebography 4 4 8

Phlebography at wrong time 1 0 1

Efficacy Results
Per-protocol 6 (30%) 0 6
Intent-to-Treat 1 6 (30%) 0 6
Intent-to-Treat 2 6 (24%) 0 6

Reviewer’s table

Sweden — Center 8 Results - Bengt Ellene MD (principal investigator)

Unfractionated Desirudin Total (number of
heparin (number of {number of patients)
patients) patients)

Randomized 13 12 25
Prophylaxis period completed 11 (84.6%) 12 23 (92%)
Discontinued prematurely 2 (15.4%) [4 2 (8%)

Adverse Event 2 C 2 (8%)
Other reason 0 C 0
Efficacy Analysis
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Per-protocol 10 (76.9%) 12 (100%) 22 (88%)
Intent-to-Treat 1 10 (76.9%) 12 (100%) 22 (88%)
Intent-to-Treat 2 13 12 25
Excluded from PP and ITT 3 0 3
Inadequate central reading 1 0 1
No phlebography 2 0 2
Efficacy Results
Per-protocol 2 (20%) 1{8.3%) 3
Intent-to-Treat 1 2 (20%) 1(8.3%) 3
Intent-to-Treat 2 2 (20%) 1(8.3%) 3

Reviewer's table

Appendix 3

Safety Data for Study RH/E 23

SUMMARY OF CLINICAL ADVERSE EFFECIS DURING T
LUNRELATED = NOT

HE PROPMYLACTIC IRLATMENT PERICD BY RELATION TO TREA

THENT
OR UNLIKELY RELATED, RELATED = PDSSIBLE. PROBABLE OR NIGHLY PRODABDLE RELATION TO TREATMEWT)
tDATASET: RANDOMISED PATIENTS)

CENTER:ALL
Unfractionsted
perin CEP 39 393
Doss 5000 IU Doss 10 =g Dose 15 mg Dose 20 =g revac
" s 277 » = 783 w s 277 N v 282 N = 1119
SO0 SYSTEM CLASSIFICATION
wwalet.| relst. lunrelst.) retat. wch( { relat. Junrelat.] relat. [unrelst.; relst.
ADVERSE EXPCPERIENCE LIMN PREFERRED TERMI| n 2 | n % |m 72 1 n 2 N L N E A A e
1
APPLICAVION SITE DISORDERS TOTAL 52118 2 o7} 25 8.0 Var o7] 1 04! 20 o3| s o.shios o
TMUECTION SITE MASS so10.8f 1 0.4l 25 e. HELEER 24 8.5] 1 vsaliee 98
TLECTION SITE REACTION 2 0 . ! 1 e8] 2 0.7] 1 2l e o
DUECTION SITE TNFLAMOATRON s 1 ! s 0.3
DUECTION SITE PATN 1 0.4 2 0.7f 2 s.1f 2 o.2
APPLICATION SITE WEACTION 1 0.6 ! 1 8.
AUIONDNIC NERVOUS SYSTEM DISORDENS  TOTAL i } ! 1 0.4) 1 0]
SWEATING INCREASED ! ! i 1 el 1 eal
BOOY AS A WHOLE - GENERAL DISORDERS TOTAL| &1 14.8} 26 9.¢| 43 15.2} 2¢ 9.2| 46 16.6! 36 123.0] 39 13.8} 35 12.4]169 15.1{123 N0
reEVER 18 e8! 7 28] 10 o7l s 1e]lzs esiaz as| 1y 67) 8 2.8f 7 ra) a2 2.0
NOUD SECRETION a 1.a) a0 6s] 4 1a) 2 7ef ¢ 2.20 20 a7f 4 20) 20 as] 18 16} 87 7
HYPERPYREXIA 15 s.a 17 .8 1 s.8i 15 5.3 3 s
EDEMA LEGS « 1.6) 2 eel 3 1a] 3 1.8 s 1a] & 16} 4 xe)re 23fa2
PAIN CHEST 3 1a) 2 « 1) 3 1] 1 0.0] 1 0] 1 o8] 1 0.4] 7 o8] 7 e
ALLERGIC REACTION 1 0. 3 1.2] 3 o0.a] 2 0] 2 a.4] 5 04] 2 82
EDEMA PERIPHERAL s 21 s 1. 6 o.5
EDEMA 1 1 oel oz 07 } 1 0.4 s o3 1 e
PAIN POSTOPERATIVE ! 1 0.6 1 o.6! 1 0.4 3 0.3
The pliven figurss ere: -"Ictol.' m-b pationts with any adverse ssperisnca in this c-i-vnry. mwost closly related to trestment
~the or ut nst once {h. adverss sxparl

in percen

z reporting at

1 muber of patlents snalysed for sufaty
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CENTER:ALL
“‘I"::::ﬂ.‘“ €Gr 3% 393
TOoT AL
Dose 5000 IV Dosa 10 ay Dose 15 mg Dose 20 m9
80DY SYSTEM CLASSIF ICATION Al n- 2o LA 44 no 2 neuw
unreint.] relat. |unrelat.} relat. junrelat.; relat. luwelst.] relal. |unrelst.} relst.
ADVERSE EXPEPERTENCE (XIN PREFERRED TERMII n % n % n n % n % IR 4 n Z n 7 n X n x
BODY AS A WNOLE - CENERAL DISORBERS
WOUND PHENOHEMA 1 0.6 X 0.4 1 9.8 3 3.3
COWPLICATION OF PROCEDURF 2z o7 2 0.2
FATICUE 1 0.4 T 5.4 1 0.1 1 0.2
PAIR 1 0.4 1 0.8 2 8.2
PATN CHEST SUBSTFRNAL 2 9.7 2 0.2
PHLYCTENOSIS 1 0.4 T 0.4 2 0.2
TRAUMA 1 0.4 1 0.6 2 0.2
CYAMOSIS 1 0.4 ¥ b2
EDEMA DEPENDENTY 1 9.0 1 0.1
FALLING DOWN NOS ! 1 0.4 1 0.2
INJURY | ) 3 o
INTOX1CATION/POISONING 1 %46 1 0.1
RALATSE 1 0.4 T 0.1

The given figures sre:

-‘Totel': the muabar of patients wiih any sdverse axperienc
-the or of patlents reporting at lesst ance
1n percont of the totsl muoher of patisnis analysed for safetly

2

xperience,

in thic category, mosl closly ralsted to trestment

SUMIARY OF CLINICAL ADVEASF FFTCCTS DURING THE PROPHYL ACTIC TREATMENT PERIOD BY RFLATION 10 TRCATMENE

(UNRTLATED = NoT

R RELATED, RELA
LDATASET s RAN gED FA%}%’L{S ELATE ELAYED = POSS1BLE, PROBABLE OR HIGHLY PRUBABLE RELATION TO TREATMENT)

CEMTER:ALL
Unfractionsted
Heoerin CCP 39 393
TeraL
Doase 5000 1V Dose 10 mg Dosa 15 mng Doss 20 wng
s00Y SYSTEM CUAZSEF ICATION "= 217 n o 2038 w277 "= 282 » = 3319
. 3 y : n
ADVERSE EXPEPERIENCE |Ir0 PREFERRED TERN) w.ht : ;.l-;. u:‘r-l;t.= 'r‘-hé. u'\‘ral;t.z 'r.ol':. \-':rolzﬁ.: ;-l-%. w:-.l;‘-: 'r‘.l.-g.
g ' ' ' i
c ULAR DI . voraf 14 5.3} 4 1.9] 12 a2] s 1.8f 16 s8] 2 29016 5.7} 4 1458 522 19
HYPATENSION 8 29) o 1.6 5 18] 3 1] & 29) ¢ 22| & 1.6} 2 27f2s 22)as as
HYPERTENSION s 1) a 2.4l s el 1 os]m 30 23 2a} 1 o
sYHcoPE 1 0.4} z o1} 2 o} 2 07! 2 06) 2 0.7] & o5 & 0
HYPOTENSION POSTURAL 1 o) ' z o.7; 1 o.4) 2 v} s o.a) 3 0
CARDIAC FAILURE 1 o.a! 1 o.e) ! 3 ol 3 o.s!

The given figurss sre: -‘Total': tha nuwber of patlents with o A in this cat t closly relatsd to trestoent
~tha rumbar of patlents reporting el 1sa3t once the sdverse axperionces = o o oo reeies te
1 mmber of patients enslyzed for safely

In percent of the total

SUIA ADVERSE EFFECTS DURING THE PROPHYLACTIC TREATNENT PERIOD BY NELATION TO YRE
I\MRE\.A‘% g‘llﬁ“;cslli Ilﬂ.!::l.v RELATED, RELATED = POSSIBLE, PRODABLE OR HIGHLY PROBABLE RCTLATION #0 TREATHENT)

Ad0J 3191SS0d 1534

CDATASET: WANDOMISED PATIENTS)
CENTER:ALL
“‘l’l::::i:".’.‘ CCP 39 393 TOTAL
Dose 5000 IV Dosa 10 mg Doso 15 no Dose 20 my
N o 217 N = 283 N =z 277 N = 282 N ® 1129
PODY SYSTER CLASSIFICATION unrelst.! relet. |unrelat.] relat. funrelat.} relst. [unrelat.] relai. |unrelst.} reist.
ADVERSE EXPEPERIENCE (INN PREFERRED TERM)| n 2 n 7 n z n 7 L4 n 2 L n, 2 n % n 2

CEMTRAL AND PERIPHERAL NERVOUS SYSTE TOTALY] 65 1.8 3 1.1112 4.2, 1 0.4} 7 2.5, & 1.4} 14 5.0, 4 1.4] 36 3.4, 12 1.1
DIZZINESS 1 0.4 2 0.7F & 1.4 1 0.8] 3 1.3 4 1.4] 2 o7 S 31} 19 0.9 10 9.9
HEADACHE 1 0.0 Q 1.4 3 .13 Lt 0.4 2.2 14 1.3, 1 e.1

PARALYSIS 1 0.4 X d.8 2 0.7 4 0.8

PARESTHESIA 2 0.7 1 9.8 3 8.3

DYSPNONIA ! 1 0.4 1 0.6 2 0.2

- HYPOESTHESIA z 07 2 9.2

MUSCLE CONTRACTIONS INVOLUMYARY 1 0.8 1 0.4 z 0.2

NEUROPATHY 1 0.4 1 6. 2 2
PARESIS 1 8.4 1 0.0 1 6.k 1 ¢.2

CRANIAL INJURY NOS 1 0.8 1 01

HYPOTONTIA 1 0.4 3 02

MICRAINE X 00 1 0.2

NEURALGIA 1 8.6 1 0.2
SENSORY DISTURBANCE 1 0.4 1 6.1
GASTROINTESTINAL SYSTEM DISORDERS TOTAL| 44 I!.’i 9 3.2| 46 16,3 7 2.5] 48 14.2] & 2.%] a3 15.2 & 1.51170 15.%; 20 2.5
MAUSFA 2 ..Az 3 1.3] 22 2.8 % 1.8] 23 0.3 5 1.8)] 23 8.2 2 0.7 ™ B.4; 13 1.3
VONITING 1 ., ol 1 o.elnx 3.9 3 1.1] 32 4.3 1 o0.4] 10 3.8 o 3.9, 5§ 0.4

The glvean figuras are: -°Total': the mmber of patients with eny edvsrse experience In this category, nost closly releted to treetment
-the mumber of oatlents reporting st lesst once the -dnrso wxporience,
In percent of the total rmumber o( sutionis anslysed for sefety
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SUMMARY OF CLINICAL ADVERSE EFFECTS DURING THE PROPHYLACLTIC TREATHENY PERIOD BY RELATION

YO _TREATHENT
LUNRELATED = NOT KELY WELATED, RELATED = POSSIBLE, PROBABLE OR NICHLY PROBABLE RELATION TO TREATMENT)
tOATASET : RANDOMISED PAYIENTS)
- CENTER:ALL
Unfrectionated N
»rin €GP 3% 391
10T
Dose 5000 U Dosze 10 ng Dose 15 =y Doss 20 mg
Nz 227 N x 203 N = 277 N = 202 N = 1119
B00Y SYSTEM CLASSIFICATION
wnreint.) ralat. fuwelst.} relot. junrelst.} rolat. funrelet.] relat. lunrelat.! relat.
ADVERSE EXPEPERIENCE IIMN PREFERRED TERM) | n 7 L) % L] L % n A n x LI L x n z n X
CASTROINTESTINAL SYSTEN DISORDERS
CONSTIPATION & 2.9 Y 3.2 s 2.9 6 2.1 31 2.8
- DYSPEPSIA 5 1.8 s 21 1 0.4 3 11 15 1.3

PATIM ABDOMINAL & 1.0 2 9.7 4 1.6 5 1.8 15 1.3
DEARRHEA s 11 2 0.7] & 1.4 4 1.6 1 0.6 12 1.}, 2 9.2
CASTRITIS 3 11 3 1.2 1 0.4 1 0.4 6 0.5 z 9.2
HEMATEMESLS 1 0.4 1 9.5 2 0.7 1 0.5 1 0.4 1 0.1 s 0.6
HMOUTH DRY 3 1.1 1 0.4 4 0.4
ANOREXIA 2 0.7 2 e.2
ESDrHAGITIS ) 1 0.9 1L 0.9 T v X 0.1
FLATULENCE 1 0.8 1 0.4 T o.} 1 6.1
NEMORRHOTDS 2 0.7 2 6.2
ABUOMEN ENLARCED 1 0.4 1 2.1
CASTROINTESTINAL DISORDER NOS 1 0.8 1 0.
GY NEMORRHAGE 1 0.5 1 6.}
HEMORRHAGCE RECTUM 1 0.4 1 0.1
HEMORRHDIDS THROMBOSED 1 0.4 1 0.1
METMIA MIATAL 1 o.%8 B 1 0.

The gliven {igures ere:

*Total®: {he number of patients with ony sdve:

e exparlence In this category, most cloaly raleisd to (r-lin‘ni
-the mmder of patients reporting st lesst snce tha adver Perfencs,
1n percant of the total mmber of patients snalvsed for sofely

SUMMANY OF CLINMICAL ADVERSE EFFECTS DURXNG THE PROPHYLACTIC TREATMENT PERIOD BY RELATION TO TREATHENT
(UNRELATED = MOT OR UNLIXELY RELATED, RELATED = POSSIBLE, PRODADLE OR MICHLY PROPABLF RELATION TD TREATMENT)
IDATASET: RANDOMISED PATIENTS)

= CENTER:ALL
L4 S
Noparin €GP 30 393
; TOTAL
Dose 5000 TV Dose 10 wg Dosa 1S mp Doma 28 mng
—_—— =277 " = 283 N = 277 w282 w = 1119
BODY SYSTEM CLAGSIFICATION
unrelat.{ relet. {unrelst.} relst. relat. |wwelat.; relat. {unrelat.] relst.
ADVERSE EXPEPERIENCE (IMN PREFERRED TERMM | n % |n Z |n Z In 1% n n 4 1nm 2 im X2 'n Z
F CASTROINTESTINAL SYSTEM DISORDEAS
HICCUP 1 0.4 1 0.1
l l l ILEUS PARALYTIC 1 0.9 r 0.
PEPTIC WLCER 1 0.4 1 0.
n PRURITUS ANI 1 0.4 T e
STONATITIS 1 0.4 1 0
o STOMATITES ULCERATIVE 1 0.6 1 0.
1 HEART RATE AND RHYTHM DISORDERS ToraL| 7 2.8 5 1.8; &t o8] 5 1.3] 1 o.4] o 1.4} 2 e8] 22 1.9) 3 0.3
TACHYCARDIA 2 0.7 1 0.4y 1 0.af] 2 0.9 2 0.7 6 os! 1 o
< FIBRILLATION ATRIAL 2 0.7 1 0.4 r o4 2 0.7 s 0.4l 1 00
BRADYCAWDIA 2 0.7 2 0.7 1 0.4 5 0.4
ARRMY THHTA 1 0.4 3 11 4 0.4
EXTRASYSTOLE VENTRICULAR 1 0.4 3 0.2
EXTRASYSTOLES 1 0. . 1 0.2
FIBRILLATION VENTRICULAR 1 0.6 1 0.4
HEMIC AWD RETICULOENDOTHELTAL(RESISY TOTAL H i 1 0.3} ) 1 0.3}
HEHATOLOGICAL DISORDER ! ! 1 0. ! 1 oal

The given figures sre: -‘Totsl’: the mmber of eatients with any adverse axperisnce in this cetsqary, most closly relatad to tresiment
-the of patisnts reporting at 1.--\ once the adverce awperlencs,
in percont of the total number of patients snalysed for safoty
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SUIMARY DF tl)llltM. ADVERSE EFFECYS DURING THE PROPHYLACTIC TREAYMENT PERIOD BY RELATION 30 TREA'
(UNRELATED = NOT DR

UNLIKELY lnneo, RELATED = POSSIBLE, PAOBABLE OR HIGHLY PROBABLY RELATION vmum)
IDATASET: RANDOMISED PATIENTS
CENTER:ALL
Unfrectionatad
Nopsr in CGP 39 393
Dose 5000 TU Dose 19 »g Dose 15 wg Dose 20 mg ToTvat
BODY SYSTEM CLASSIFICATION » =27 n > 283 N 277 " = 282 %= 119
unrelst.? relet. junvelnt.} ralet. lunreist.] rolal. luwelet.] ralnt. [unrelet.} relst.
ADVERSE EXPEPERIENCE (IYN PREFERRED VERM) | mn 2z ' 2 |n 2 §n z |Jma 2z ln 2 fa 2%n 2 {n 200 2
LABORATORY ABMORMALITY ToraLl 2t 7.6l 2 osf 21 7.a 2z 7.9 2 9.7} 2% 9.2 % s.¢] 3 0.3
HYTOXAL ENTA 1% 6.9) 1 o]ty &7 22 7.% 26 8.5 2 7.5) 1 0
- CLYCOSURTA 1 0. 1 0.4 2 0.2
HYPERGLYCENTA 1 0. 1 0.4 2 6.2
HYPERKALENIA 1 0.4 T 0
MYPDCALCENIA ’ 1 0.4 1 0
MYPOMAGNESENTA 1 0.4 I o0
LAB ABM - CLINICAL CMENISTRY 1 0. T 0.1
LIVER ENZYNES ELEVATED 1 0.4 1 oa
METABOLIC AND NUTRITIOMAL DISORDERS TOTAL| 1 0.a} 1 b4 2 0.7 s 1.1 7| 7 a6l 2 0.2
WYPOVOLENTA 1 0.8 ' 2 071t s} 2 02
cour . 1 0.4 [ WY 2 0.2
MYPONATRENZA 3} 0.4 1 0.4 2 0.z
> GLUCOSE TOLERANCE ABNORMAL 1 0.6 1 0
HYPERURTCENTA L 0. 1 0.1
m The given figures are: -'Totsl': the maer of petlents with eny sdverse erparlience in this category, most closly related to trestasnt
-the number of patients ropuriing at least once the adverss experience,
in percent of the totel nuwber of patlents anslyssd for safety
= AT B Counen et CEECT TS i TEILCTIE HUATICS AR BrATI T
(DATASET: RANDOMISED PATLENTS)
o CENTER:ALL
Unfractionsisd
Hoparin P 39 393
u Dose 5000 IV Dose 10 mg Oose 15 mg Dose 20 mg ToTAL
A n = 277 L s = = -
BODY SYSYEN CLASSIFICATION m"h‘.! relnt. w,;.:_m relat. u.r:\n:"r-u-t. mr:u:nr-l-i. lnr.:-\ u::n!
m ADVERSE EXPEPERIENCE (IMN PREFERRED TERMIE n 2 1 n 2z 1o 2z 1a 2 |n = tn 2z fn 200 2 o2 ln®
m— MUSCULOSKELETAL SYSFEN DISORDEAS 70TAL} 16 5.8 15 530 4 2.4l 2t re) s 1] os9! 4 3.4] 63 56! 13 22
m PAIN MUSCULO-SKELETAL 2.5 3 2.8 . ] 2 0.7] 3 1.1 3 1.28 26 2.3; & o.7
JOINT DISLOCATION 2 0.7 1 0.6 [ 4 1.4 13 1.2
w ARTHRALGIA s 1.8 3 1.1 1 0. 0.7 n 1.0
o ARTHROSTS 1 o.6d 2 o] 2 R 3 o8 2
PAIN BACK T sl 1 s.4f 2 0,7, 1 o4} 3 a.3} 2 n.2
m CRAMPS LEC 2 o7 1 0.4 1 0.4 3 0.3} 1 0.1
FRACTURE 1 O.¢ 1 o % 3 o.3
h MYALGIA 1 04 1 oea 2 vz
m ARTHRITIS 1 0.6, 1 6.}
BONE DISORDER 1 .'l 1 0.1
u CRAMPS MUSCLE [ XH 1 0.
m HYO ENDO PERICARDIAL £ VALVE DISORDE TOTAL } 2.1 1 0.4 H 1 0.4 2 0.7 7 0.4 3 o.3
AMGIMA PECTORIS 4 1.4} 1 0 ! 1 e 5 o6l 2 0
MYOCARDIAL TNFARCTION 0.7 ! ) 1 0.6] 2 o.28 1 s
MYOCARDIAL FSCMEMIA 1 0.4 1 0.
Tha given figures are: -;Vohl'- the rmmber of patients with eny

adverse 1 in tha tel
or ot Datignty Perorting ot lo-s( ov\:: Y sxporiencs in s cn\mr), most ¢ ody related to trasiment

he sdvsrsa saperlence
in parcent of the

otal nunbar of patients mnalysed for sataty
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SUIMARY OF CLINICAL ADVERSE EFFECTS DURING THE PROPHYLACTIC IREATMENT PERLIOD BY RELATION 7O TREN

THENT
IUNRELATED = NOT OR UNLIKELY RELATED. RELATED = POSSIBLE, PROBABLE OR HICHLY PROBABLE ATION
(DATASEY: RANDOMISED PATIENTS) ’ R YO TREATHENTS

CENTER:AMLL
Unirsctionsted
cor 3y 393
Dose 5000 IV Dose 18 my Doss 15 mp Doss 20 mg ToTar
BODY SYSTEM CLASSIFICATION x-zm n- Lol he 2 ¥ uw
ADVERSE EXPEFERTENCE (INN PREFERRED TERM) uﬂsrll;(. :.l-’i:. w:'ol;(. :.l.{. u“ura!;l. :D.hg. ‘u':r.lgi. 'r"-l-g. ‘\7"‘1{\. ;-l-’s.
PLATELET, BLEEDING B CLOTTING DISORD ToTALL 22 7.9) as 16.6] 20 o.5! a7 26.6] 21 7.6} 65 23.0) 21 7.4} 63 22.3) b8 7.0f221 247
HEMORRWAGE MOS 22 7.9} 37 15.4] 28 9.2] «r 10.5] 22 7.9] 56 20.2] 25 6.2} 51102 93 e.3)205 208
HERATONA 2 0.7} 15 s8] o 28] 6 2] 2 o7} 17 ei] 2 o7} 18 s8] 20 0.9) s s
COACULATION DISORDER HESX 0.1
PSYCNIATRIC DISORDERS totaL] 26 8.7 22 7.8, o 1.4l 20 2,25 3 2.2 673 2 o.7] es 7.42 9 e.e
INSOrNIA 22 1.9 17 so! 3 2.1] 18 5.4} 2 o]as ssl 2 e.2fer 2} ¢ o5
conrusToN 1 0. 1 6.6) 1 o] 3 2} 1 0a] 2 o7 1 o6l 2 o2
ANXIETY 2 0.7 1 4] 1 06 3 o3} 1 2
HALLUCTNATLION 3 1. s o.3
ACLTATION 1 0.6 1 0.8 1 0l 1 o2
DEPRESS 10N 1 0.3 1 0.4 1 0a} 1 e
MERVOUSNESS 1 0.4 1 0.1
NEUROSIS 1 0. 1 0
PERSOUMALITY DISGRDER 1 0.4 ! 1 0.
RED PLOOD CELL DISORDERS o] 24 87; 0 3.2[ 17 woj 16 c9f 13 worjas a7l siej 1 39| es s 8 a7 2
ANENTA 26 870 % 3.2/ 27 6.0l a6 o1z alas wr]mr 39! a1 s.9f a5 58! a7 a2

The piven figures are: -°Total®: the number of patisnts with sny sdverss sxperfenc
-the mmber of patlsnts reporting at least once the adver
in percont of *he totml mmbar of petients snalyzad for se

in thls category, most closly releted to trestment
perisnes,
y

SUIRARY OF CLINICAL ADVERSE EFFECTS DURING THE PROPHYLACTIC TREATMENT PERIOD BY RELAVION TO TREA

REATHENT
TUNRELATED = NOT DR UNLIKELY REUATED, RELATED = POSSIBLE, PROBABLE CR HIGHLY PROBABLE RELATION 10 TREATMENT)
1DATASET: RANDOMISED PATIENTS)

CENTER:ALL
Unfractionated
Haparin CGP 39 393
Pose 5000 IV Dose 10 e Dose 1S mo Dose 20 =y Torat
n =277 N =20% N~ 277 N = 282 n = 3119
BODY SYSTEM CLASSIHICATION
’ wralat.} relut. junrslat.] relat. Junrelot.] relst. junrelst.; relet. |unrelst.i relal.
ADVERSE EXPESERTENCE tIry pREFERRED TERMI| 2 b % (m 2 da 2 a2 0 2 Im 2 ta 2 fn %2 Va2
REFRODUCYIVE DISURDERS, FEMALE TaTAL X 0.4 X 0.4 1 0.1 1 8.1
EDEMA GEMITAL FEMALE 1 0.8 1 00
VAGINAL MEMORRMAGE 1 0. 1 00
RESISTANCE WECHAMISM DISORDERS TotaL] 1 o0.4; 2 o.7] 3 x5 e 2. o 1.4} 5 1.8] 2 0.7} 11 s8] 10 o.9) 24 21
HEALING THPATRED 2 o. s 1.8] 2 o) 5 18] 1 ol 1 38| 2 02d 2y 24
INFECTTON 1 aa4]l 1 oa 1 0.6 2 0.2] 1 o
INFLUENZA-LIXE SYRPTONS 1 0. 1 0. 2 0.2
MOMILIASIS 3 o.a 1 06 2 0.2
ABSCESS 1 0.6 1 o8
INFECTION VIRAL o 1 0
|resPIRATORY SYSTEN DISORDERS YovaL| 16 3.6 15 5.30 3 1.1] 10 3.6} & 1.4§13 a.6] 1 o.af 48 4.3} & 0.7
ovsrvea s 1.4 s aal s ] & 16l z o7 13 12! 3 a3
COUGHING 3 11 s 1.4 3 13 1.8 15 1.3
BRONCHITIS z o7 0.7 .2 ¢.a 5 0.8
EPISTAXIS N oo s o
PLEURAL EFFUSTON 2 o7 1 0. RN S . 0.0
BRONCHOSPAST 1 0. 2 o7 H .3
PHARYNCITIS : 1 0. 1 0. 1 0.6 3 0.8

The piven figures are: -"Totsl®: the mmber of pationts with sny sdverss experlence in this cutegory, wost closly relstsd to treatnent
-the mmber of patiwnts reporting at lesst snce ihe adverso experienca,
in percent of the totsl mmbar of patlents aralyssd for sofety
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OF CLINICAL ADVERSE EFFECTS DURING THE PROPMYLACTIC TREATMENT PERIOD BY RELATION 1O TREATMENT
TUNRELATED = NOT OR UMLIKELY RELATED, RELATED = POSSIBLE, PROBABLE OR HICHLY PRODABLE RELATION YO TREATNEWT)
IDATASET: RANDOMISED PAVIENTS)
CENTER:ALL
Unfrsctionated
Heporin cCP 39 393
ToTaAL
Pose 5000 XU Dose 10 mg Bosze 15 wy Dose 20 »g
N = 277 "= 203 N oa 277 n = 282 N » 1119
BODY SYSTEM CLASSIFICATION
wnrelat. ! ralet. |unrelat.] relat. |unresat.} relat. lunrelat.] relst. junrelst.] relet.
ADVERSE EXPEPERTENCE 1tmd PRETERRED PERM | n 2 I n 2 fmn 2z 'n 2 fn 2 1n 2 fn 2 )n =z I IS
RESPIRATORY SYSTEH DISORDERS
ASTHHA 1 0.6 1 0.4 2 0.2
BRADYPNEA 1 0.4 1 0.4 2 0.2
PULHONARY INFILTRATION 1 0.a 1 0.6 2 0.2
APMEA 1 8.4 1 0.2
ASPIRATION 1 o, 1 0.1
TNFECTION CMEST [N 1 0.
PLEURISY 1 0.4 1 0.1
PNEUMONTA 1 0.4 1 00
PNEVMONIA LODAR 1 0. 1 0.
PNEUNONITIS 1 0. 1 o0
PULHOMARY EDEMA ! 1 0.4 1 0
RESPIRATORY DEPRESSION ! 1 0.6 1 oea
RESPIRATORY DISORDER . 1 0.4 1 0a
RESPIRATORY INSUFFICIENCY H 1 0.4 1 0.3
RHINIVIS 1 o ! 1 0

The givan figuros sre: -°Tolal’: the mumber af patients with any sdverss sxperionce in ihis catagory,
-the msber of petients reporting at least once the sdverse sxverloence,
in percent of ihe totsl musber of patients snalysed for satety

nost closly realsled to trentment

SUMMARY OF CLINICAL ADVERSE EFFECYS ODURING THE PROPHYLACTIC TREATHEMT PERIOD BY RELATION TO TREATMENT
(UNRELATED = NOT OR UNLIKELY ELAYCD RELAYED POSSIBL PRODA [ ]
et T TR0 PKTSEHYS s = SIBLE, PRODADLE HICHLY PRODABLE RELATION YO TREATMENT)

CENTER:ALL
Unfrasctionated
Heparin ccr 39 353
Dose 5000 IU Dosa 10 ng Dose 15 vy Bose 20 mp TOTAL
BODY SYSTEM CLASSIFICATION | hE e " =2 M= 2T "= 202 Nz 1119
ADVERSE EXPEPERTENCE (I PREFERRED Temm)["w % 1 mtimye [VRTIRY-D roin)- |omrelst.} celet. funreist.] relef. unreist.i rels).
SKIN AND APPENDACES nlsmnfls TOTAL[ 11 9.0 8 2.9 & 2.3 11 3.¢ 8 2.9 7 2.5 3 1.2, 15 s3] 28 2.5l 1 3.2
PUPPURA 7 2.8 10 3.5] 2 07! 3 1 12 a3f 2 o.2! 32 z.9
BULLOUS ERUPTION s 2 o7 2 0. 5 1.0 18 1.8
RASH 2 0.7 1 0.8 2 070 3 1] 1 o8 s o5l 3 o3
FLUSHING 2 0.7 1 0.4 . 1 0. s osl 1 o
RASH ERYTHEWATOUS 2 o7 1 o 1 o a0
FRURTTUS 1 08| 1 val 1 o 1 0! 2 0.2
URTICARIA X o 1 0. 2 0.2
DERMATITIS 1 0.4 1 04
DERMATITIS CoNTACT 1 0. 100
CCZEMA 1 0.4 0.1
HOT FLUSHES 1 0.4 1 en
LIP DISORDER 1 0. 10
RASH MACULOPAPULAR 1 0. 1 0
RASH PUSTULAR 3 0.4 1 0.2
SKIN DISORDER 1 0. ICRY
SKTH DRy 1 0.8 ‘ 1 0
SKIN ULCERATJON : 1 0.0 1 01

™e given figures are: -‘Totel®: ibe muwber of patlents with » sdvarse experience In this t-hpr "oy
-the mambtier of sellents rovorllr-\g =t l.::( once (h-':d varse 8wpbrionc: ¥: most clasly rotatad to trest ¢
in parcent of the total rwmber of paltisnts snalysed for safaty
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UIRELATED = NOT Of UNLIKELY RELATED, RERLAILU 2 POSSIBLE, PRODABLL UR HILHLT PRUBADLE RELAJAUM 3O FREATIRNY )
musen RANDOMISED PATIENTS)
CENTER:ALL
Unfractionsted
Noparin CCP 39 393
TOT AL
Dose $000 1V Doss 16 =gy Doss 15 mg Boss 20 &g
N = 277 N = 28% N s 277 N = 282 M = 1119
BODY SYSTEM CLASSIFICATION
unrelet.) relet. unrelat. ) relat. junrelst.] rels!. lunrelst.} relat. |wwelat.! relet.
ADVERSE EXPEPERTENCE (1M PREFERRED TERMI| n x n z n Z 1 0 z n n 2 L 4 LI LI 4 L 4
'
SPECIAL SENSES DIHER, DISORDERS TOTAL H ! 1 0.4 1 o0
TASTE PERVERSION ! ! ! 1 0.4 1 0
URINARY SYSTEH DISORDERS foraL| 62 15.2] 2 o.7] 33 11.7 38 13.77 3 1.1 26 9.2; <« 1.7[139 124! 9 0.8
URINARY RETENTION 33 11.9 29 8.5 2% 8.7 1 daj21 7.45 1 0.8|102 92! 2 9.2
URINARY TRACT INFECTION & 2.2, 1 0.4 5 1.5 3 1.1 1 0.8 15 1.3 1 o
WEMATURIA 1 0.4 1 t.a 2 0.7 3 1.1 1 0.4, 4 1.4] & 0.4 8 0.7
CYSTITIS 2 0.7 2 8.7 1 0.4 3 1 & 0.7
DYSURTA 2 0.7 2 3.7 1 0.6 5 0.4
O ICURIA 2 87 L 2D 3% | 5 0.9
MICTURITION DISORDER 1 6.6 1 0.4 3 0.4 3 o.s
AMURIA 3 1 8. 2 °.2
PROCEDURE GENITO-URINARY . 1 0.4 2 6.2
BLADDER DISORDER 1 1 0.4 1 0
RENAL FUNCTION ABMORTAL 1o0.s) 1 0
STRANGURY H 1 0.4} ! 1 6
URETHRAL DISORDER ! 1 0.l ! 1 gl

The gliven tlgures ere: -'Totsl‘: (he number of patients with pny sdverse experience $n this cetogory, most closly related to trentnont
~the mmber of patlenis reporting st least onca the edverse esperioence,
in percent o7 the totel mumber of patiants enmlysed for safely

wtx"gl‘ tllNICAL ADVERSE EFFECTS DURING TME PROPHYLACTIC vnumtm‘ PERIOD BY RELATION ¥O T

REATHENT
LUNRE T OR UNLIKELY RELATED, IELATED = POSSIBLE, PROPABLE OR HIGHL'Y PROBABLE IELA!X(M YO YREATMENTY)
I1DATASET : le,ISED PATIENIS)

CENTER:ALL
Untrectioneted
Hepar in ccP 39 393 ToTaL
Dosa 5000 TU Doss 10 mg Dose 1% wg
BODY SYSTEM CLASSIFICATION LA M z2% ¥ i
ADVERSE EXPEPERIENCE (IMM PREFENRED TERN) T";t'i roley. horelat.j relsl. Junrelst.y relaf. reled- lupreigt} petst.
[VASTULAR (EXTRACARBIAC) DYSORDERS ToraLf ae s.\i 38 12.6] 20 3.81 16 5.7] 12 +.3; 32 4.3 4 1.8; 14 S.0] 42 5.4, 7T &.9
THROMBOPM.EBITIS DEEP 12 a3l 2910.5] 9 32012 «.2f 12 e0) 8 2.9] 3 1020 3838 sl se ss
THROMROPILERITIS HE T X 2 o7 1 8.4 2 0.7 7 o
EMBOLISH P mONARY 1 0.6} 3 2 1 se 1 t.a 3 o3} 5 o8
THACMBOPHLEBITIS SUPERF ICIAL H 1 2 0.7 1 0.8 6 0.4
THROMBOSIS ; 1 0.6 . 1 0.8 (¢ 3 03
[ ULAR DI ! 1 0.6] 1 o 1 0a) 1 o
PAIN VEIN ) 1 o.a! 1 ee) 1 0t 1A
VISION DISORDERS TOTAL : IR EED 2 6.2; 1 6.
CONJUNCTIVITIS ! 1 o.e! 1 00
DIPLOPYA ' | 1 0. 1 04y
VISION ABNORMAL 1 1 b ! 1y e
WHITE CELL SYSTEM DISORDERS TOTAL ; R 1 o) i 1 .
| Levxocyroszs ! ! 1 o.a! ! [ERY

The given 1igures sra: ~;'7‘:hl’- the numbor of patlients wiih

Y sdvera: wnrlne. in this category, most closly relstsd to trestasnt
mmber of patients reporting at e sl : odverse axparisnce,
in percent of the total number of numh onslysed tor sofely

Sponsor’s tables volume 1.70 p.8-23-291-304
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Safety Data for Study RH/E 25

CIBA: PROTOCIL RW/E2S —~CONFIBERTL AL~

TADLE ¥.3.2:
SRTURY OF CLINICAL ADVERSE !Y

TUNKELA]
oy m = WOV OR MKGI.V

TURIME THE TRIAL TREATMENT &nm PY RELATION TO IREA

» RELAYED > POSSIMLE,P:

Page 123

COr 39 393 tdesiruding

THENT
OR HICHLY PROBABLE RELAYION TO TREATIENTI

COMERIALL
lenoxsperin Duse 80 wo| CCP 39393 Dose 15 wy TOTYAL
{RANDONISED PATIENTS " e 1036 N 1043 N = 207%
i FrIeAvion wweolat slsted | unralat relsted te0 1nted
N 1a od wwel rols
ADVENSE EXPERTENCE (D% PREFERRED TEWN) elgted  [erel Pt o n % Ax
k»m:uma SITE DISORDERS oAl 2 000 7 oss] . 038 25 zesf 4 829 32 2.3
INRCTION SITE MASS 7 e8| 3 e.29 235 240 3 a8 32 15e
DUECTION SETE PATN 1 b.e 1 e : sa0
DLECTION SITE NEACTION 1 0.6 1 e.es

BODY 4S A WMOLE - CENERAL D1SOWDERS

TotAL| 179 17.28 49 4.73] 202 19.57 47 4.51) 381 18.33 9 a.e2
WOD SECRETION 48 443 32 3.9Y] 2 5.9 28 2.68) 119 S.29 60 Z.8%
Feven s s “ 6.1 5 s.eaf 118 3.8 s .2
EoeM Lecs 27 2.1 > sorh 29 2.8 a3 1.l se 2.0 22 M
WTERPYREXTA 5n 2.9 34 3.26 “ 3as
PATN 25 2.4t 8 429 19 1.82 2z e.29f e 202 5 0.2¢
PAIN CHEST a o3 2 019 1z a8 1w o7 2 o0
VOLND PHEMIENA 5 a8 1 0.26) 5 148 1 e.1e) 10 o.as 2z 0.0
EDERA PERIPMERAL 6 o581 ear] 3 a2 9 e.a3 1 o.es
MOUND DEWTSCINCE e o33 1 v} & .38 1 e8] & o.32 2 e.as
ALLERGY 3 o.es %7 v 0.3
COMPLICATION Of PROCEDUNE s v.as 2z ey 7 o
PALATSE 2 0.ae 1 0.00] 2 o.ae 1 0.0§
The Olven figures 7 ‘Totsl® 4
s h:’z elo:b"-’l‘:‘:::'Qn .::::nig -uh -:y wdverse sxperjence in this citegory
in percent of ﬂ- R H l"’u.;i:::sh -r-lynd 1or nfﬂy aiandd
SAMPARY OF CLINICAL ADVERSE EFFECTS DURING THE TRIAL TREATHEMYT PERIUD BY RtLAYIGI 0 TREATMENT
TUNRELATED = NOT OR UMLIKELY RELATED, RELATED = POSSIBLE ,PROBABLE OR HIGHLY PROBABLE RELATION YO TREATMENT)
{DATASET: RAMDOMISEY PATIENTS)
CENTER:ALL
enoxeparin Dese A0 myl CEP 39393 Dass 15 mg TOTAL
RAMDOMISED PATIENTS N = 1836 N v 1043 N = 2079
BODY SYSTEN CLASSIFICATION .
unrelsted reluted ! unrolated relutud | uwelstad related
AOVERSE EXPEXIENCE {1MN PREFERRED TERM) 0 7 LI 4 n X n X n Z n X
BODY AS A WHOLE ~ GENERAL DISORDERS
ALLERCIC REACTION . 1 .20 1 el 1 o095 ‘1888
PALLOR 2 019 2 9.30
PROSTHESIS DISLOCATION 1 0.10 1 818 2 0,1
ASTHENIA 1 %1 2 b.os
CYANOSTS T se 1 0,08
EDERA 1 o.M 1 o.88
EDEMA CEMERALIZED 1 0.10 1 9.85
EYELID EDEMA 1 0.10 1 0.8
INFLUENZA LIXE SYMPTONS 1 0.10 1 %.u8
INAMY : 1 0.0 d 1t ses
MALFUNCTION OF PROSTHESES AND NONOSRAFTS 1 810 2 005
PAIN CHEST PRECORDTAL 1 s.10 1 0.08
PAIN CHEST SUBSTERMAL 1 010 1T 0.5
PERL-PROCEDURAL MEDICATION L e 1 e
PILYCTENOSIS 1 w1 1 608
NIcORS 1 010 L]

™he given figures = *Tolel* is the maber
¢ "0 T faoet clasly rol‘hd A9 trin) ¢ wain]
o )

- Bl S et rstarburg S jomst evce, e grarse rgersonce,

p-u-nh -lth ony adverso sxperience in this category

RPPEARS THIS W
ON ORIGINAL
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w OF CLINICAL ADVERSE TFFECTS DURING THE YIKAI. TREATHENT PERIOD BY RELATION TO TREATMENT
TED = NMOY OR WALIRELY RELATEDR, BELATED » POSSIDLE ,PROBATLE OR NIGHMLY

(UmELATE LY. PROBABLE RELATION TO TREATIMENT)
CEMTER :ALL
in Dose 49 wyi CGCF 39393 Dose 1S5 my TOT AL
JRAMDONTSED PATIENTS n = 1036 "% v 1043 N = 2079
BODY SYSTEN CLASSIFICATION ~
ADVERIE EXUERIDNCE (I FREFERRED TERN) vprelgted  [elsfed | wralgted  relefed | preigted  elepsd
AR . I07AL| 208 4 0.39] 120 11.51 19 0.9 16 e.67
wrroTENSION .z s o0.29} 77 7.38 v s 12 e.5e
HYPERTENSION 34 1 8.x0 n 2.97 X 8.0 2 ¥.1e
STYNCOPE 14 ’ o.8e
CIRCIRATORY FATLURE [} X o.10
CARDIAC FAILURE b 8 - 0.38
MYPOTENSION POSTURAL 2 2 8.19
PULITOMARY CONGESTION 2 1 e.}e
BLOOD PRESSURE FLUCTUATION 1
WYPERTENSION ACGRAVATED )
The given figwres sre 1 - '::: l::l::ly r.'miz'Q==‘ n'i:-zlih any sdverse syxperienco in this tetsgory
R i (o i T L B o i I B b P el
SIMPARY DF CLIMNJCAL ADVERSE EFFECTS Mm TIHE TRIAL VYREATIENMT PERIOD BY RELATION TO TR
LATED = NOT DRt WL IKELY RELAVED, RELATED = POSSIBLE,PROUBASLE OR MICHLY PRUBABLE RELATXW TO TREATWENT)
{DATASEY: RANDOMISED PATIENTS)
CENTER:ALL
{enoxepsrin Dose A0 ag] CSP 39393 Doss 1S5 wp TOY AL
RANDOMISED PATIENTS " » 1036 LIEISY ) "= 247
BODY SYSTEM CLASSIFICATION .
unreleted relsted | unreleted related | urelated related
" ADVERSE DOERIENCE {IMM PREFERRED TENN] n X n 2 n % n % n Z T 4
CENTRAL, AUTOMONIC AND PERIPHERAL SYSTEN TOTAL 52 s5.02 4 639 &% A7 6 0.58] 191 a.86 12 D.40
HEADACME 32 3.0% 21 2.01 2 0.1%] 53 2.58 2 o1
DIZZINESS 4 0.3 3 8.29 a o377 z o.1e 12 ».58 3 L™
HYPGTONTA .5 0.3 T e.&7 11 8.53
PARESIS / . 3 9.29 4 0.32 7 34
PARESTHESIA . z 919 1L 0.19 z .12 3 0.18 2 9.1
CONVULSIONS 2 e.1° 1 0.0 3 .18
NEUROLOCIC DISORDER W3 1 9.}0 z 3.1 3 018
KYPERKINESIA -3 eI0 L s.10 2 .19
MYPOESTHESIA 1 §.18 2 o.ls 2 0.2
NEURALEIA 1 8.10 1 8.10 2 2.0
MEUROPATHY 1 e.10 T k.20 2 w®.10
TREMOR 0.19 2 0.1
CEREBROSPIRAL FLUID ASNORMAL 1 0.10 1 e.08
TYSPHONLIA 1 9.18 1T o.88
MICRATNE 1 e.38 1 8.08
CASTROINTESTIMNAL SYSTEN DISORDERS TOTAL? 235 22.68 17 1.6AY 245 23.e% 18 1.73 4 25.¢9 38 1.68
The given figures re : - *Toial” 1a

the rumber of patients with sny sdverse axperlience in this cetegory
‘Wl’ aln-).y r-hln to tria] trasie,

< the rembe) H e m ing w t t once the sdverss swperisnce,
in p.re-n mwber of patisnts snelysed for ssfoty
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CLIMICAL ADVERSE EFFECTS WI THE TRIAL TREATHENT FERIOU BY RELATION 7O YREATVENT
lm.A = NOT OR u!lll' RELATED, RELATED » POSSIBLE,PROBABLE OR MIGMLY PRUBAULE RELATION YO TREATMENT?
IDATASEY : RAMDOMISED PATIENTS)
CENTERALL
anaccaperin Dose 48 myl CCP 39393 Dose 15 wg TOTAL
PATIENTS » = 1936 N = 1843 n = 2079
B0DY SYSTEM CLASSIFICATION >
unrelated ralatad | unrelated relsted | unrelated related
ADVERSE EXPERIENCE (IMN PREFENRED TERN) n X n Z n X n X oz n Z
m"&w’m SYSTER DISORDERS . 118 10.62 18 9.97} 129 12.3%7 12 1.185} 23% 11.s5¢ 22 1.06
VONLTTING 7 6.38 S ¢.48 7% & 3 8.2%] 16k &.79 3 0.38
CTOMSTIPATION “A 6.18 6 6.38 1 9.19} 3136 .28 X 8.08
DIARRHEA 3 2.22 % 2.3 2 8.1%] 47 2.2¢ 2 o8
PATR ABDOWIMAL 9 0.87 16 0.9 1% 1.9
DYSPEPSIA s 6.77 1 0,10 & 3.58 1 .18} 1a 9,67 z 0.1¢
HEMATEMESTS 1 %.10 2 0.19 2 0.1° 1 0.05 4 0.19
CASTRITIS 3 9.2 1 .9 4 0.19
FLATWENCE 1 .18 2 0.3y 3 0.1e
ANOREXTIA 2 029 2 s.1¢
GASTROINTESTINAL DISURDER YOS 1 0.0 1 0.0 2 0.1
ABDOVEN DMLANEED 1 8.2 1 0.05
ANUS DISORDER 1 010 1 e85
DUCDEMAL WRLCER 1 o.ae 1 e.08
EDEMA ORAL 1 sae 1 .05
ENTERITIS 1 b.10 1 e.0s
ENTEROCOLITIS 1 0.1 X ».05
The glven figures sre : : ifé:&é“’m’.}.‘c. ‘ﬂ:{':::'g:". -:, sdvarse :;::lm ”‘"M. category
in parcent of ‘{:- n&:l mﬂi.nimi-u:v:lyuc tor ‘“:gm- s
P ren ok e ERELY RELATED, RELATED = FORSTRLE, FROBABLE D% NIOHLY PROBADLE KEXATIEN 70 TREATNENT)
IDATASET : umm PATIENTS)Y
CENTER:ML
ondvaesrin Dowe AD ngl COP 393935 Dose 1S ag TOTay
; N
RANDOHISED PATIENTS » = 2034 " = 1943 n o 2070
BODY SYSTEM CLASSTFICATION R ﬁ‘
AUVERSE EXPERTENCE (INN PREFERRED TERW) VATt e ] weIpted e | areigted mietes
CASTROINTESTIMAL SYSTEN DISORDERS
ESOPRASKTIS 1 ».20 1 tes
FECAL INCONTINENCE 1 9.0 T p.es
CASTRIC \NCER 1 6.10 1 es.e5
CASTRIC WL.CER PERFORATED 1 830 1 8.05
SDEIVAL MEEDING 1 6.1 1 v.0s
LasSITIS 1 6.0 1 e
MWEMORRHOIDS 1 e 1 0.5
IL\EUS PARALYTIC 3 e 1 0.5
THTESTINAL OBSTRUCTION 1 o0 1 e.os
MELENA 1 9.19 1 6.0%
ORAL PAIN 1 .19 . 1 0.5
PEPTIC ACER HENORRRAGIC 1 e v oees
REFLAR DUGDENG-CASTRIC ’ 1 0.0 1 o.s
STOMATITIS 1 sas ' 1 8.8
TUWGUE OTICOLORATION . 1 8.10 1 0.8
TONCUE TTIESTHESIA . 1 0.10 1 D.es
TOUTR ACHE 1 s.10 1 0.8
The given tiguwwras are t - 'Tc( , '.‘ '.‘ h .:l’:l-‘\::.-ltv; any sdvarso arperiasnce in this category

- h. maber of patients repor at lenst once ihe wdverse exparionce
in parcant of the total n-b.:": ¥ patienta .-lynd lw mfety *

APPEARS THIS WAY
| ON ORIGINAL
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SIMMARY OF CLINICAL ADVERSE EFFECTS DURING THE TRIAL TREATHEWT nnw BY RELAFTION TO TREATHENY
{UNRELATED = NOT OR UNLIKELY nzum, nuvu s POSSIDLE ,PROBADLE OR MIGALY ADLE RELATION TO TREAT?RENT)
IDATASET: RANDONISED PATIENTS)
CENTER:ALL
Jonoxuparin Dase 48 wp| CEP 59393 Dose 15 ag TOIAL
|RAOTUNISED PATIENTS N = 1836 % » 1043 " = 2079
DODY SYSTEN CLASIIFICATION N
. wwslated relet - relat d . reletad
ADVERSE EXPERIENCE (XMN PREFERRED TERM) n Z n X n Z " X n 2 L]
NEARING AND VESTIDULAR DISURDERS TOTAL 4 0.39 5 0.8 9 s.43
VERTLIO0 3 0.2% 5 8,48 s 3
EAR ACHE 1 .20 1 e.0%
HEART RATE AND RMYTHM DISORDERS TUTAL] 38 3.47 X 0.20 = 3.3 2 e20 73 3.5 2 8.2
PRADYCARDTA % 1.58 17 L.63 33 1.5y
FIDRILLATION ATIOIAL s 9.58 1 0.0 s 0.77 1 0.10] 14 .87 2 e.1e
TACHYTARDIA a .77 5 o.e8 13 9.3
ARRHYTIOIIA 3 0.2 5 0.a8 8 9.38
EXTRASYSTOLE VENTRICIRAR 1 o 1 9.1 2 010
PALPITATION 2 0.)9 Z 0.10
ARRMYTIOUTIA ATRIAL 1 8.9 1 ¢.08
AY BLOCK A 0.0 1 8,08
BADLE BRANCH LXK 1 6.1 1 0.08
CARDIAC ARRESY 1 %10 T 0.05
FYBRILLATION CARDIAC 1 e.10 1 o.08
The glven figures are : - .“‘t alo-h nm!:l'n: n::.-llh any sdverse experionca in this cstegory
i ln porcont :'1 "tu n-bomi.:.umt. -\-lyu‘-l’::'nhir ikl
TARELATED S R0T 0N S TRELY. RECATED, FELATED = FOUSSIILE \PROBADLE OR NELALY. PROGABLE FELATIGH 70 TREATHENT)
1DATASET: PATIENTS)
CEMTER:ALL
jsnoxepurin Dasa 40 wg] C6F 39393 Dose 15 mg TOTY AL
{raDONISED PATIENTS - N = 1038 N = 1043 n e 207y
(B9 SYSTER ClassIFICATION 4 ealated  related t relat welnt releted
ADVERSE EXPERIENCE (IMMN PREFERRED TERN) LI 4 n 2 n X n X n X n X
INFECTIONS AND INFESTATIONS TOTAL] 10 8.97 1 1.3 1 o.1e] 2¢ 1238 T e.08
DFECTION 5 %.48 m .08 1 0.181 16 9.77 T %.08
IMNFECTION VIRAL 3 0.2% T 0.19 5 .24
RERFES SINPLEX 1 0.1¢ 1 e.us
MONILIASIS 1 0.18 1 0,05
VAGINAL INFECTION NOS 1 8.0 1 e.05
P
T e I e e S
In pareant of Tha tota1 ToEIN, T s snalysed for sefoty .
S O T T Tl T T Lo E I W T T FEATIEN v vrearmenr
tDATASET: RAMDOMISED PATIENTS)
CENTER:ALL
N j{ervaxaparin Dose 40 »g WS’”Spunl!n TOT AL
ED PATIENTS N = 1836 N = 1043 N 2079
DOTY SYSTER CLASSIFICATEON ureluted related | wwrolated  celated | wwalated  related
ADVERSE EXPERIENCE (MM PREFERNED VERN) " n 2 n 2 LIk w 2 on X
LABORATORY ABMORMALITY TOTAL] &3 S.8% S 0.aa] &8 o.22 7 8.47] 305 S.08 12 e.58
WYPORALENIA o8 4.5 1 e.1ef 33 3.1¢6 1 0.19] # 3.9 2 e.1p
LAS AN - CLIMICAL CHORSTRY 5 .49 2 0.29 2 8.19 7 ' 2 0.1
LIVER BIVVES ELEVATED 3 0.2 3 .29 1 0.1 1 %1 . 0.1 4 829
NYPOPROTEINENTA 4 0.39 1 0.2 7 0N
CATW-GT INCREASED 2 ¢.19 2 19 4 9.1%
LAD ABM ~ HEMATOLOGY 1 0.19 2 e.19 s 0.14
s ALRALTE SED 3 0.2 3 524
CTACIUN DEFICIDRY 1 02 1 ses
ESR INCREASED . 1 038 T e.es
WPERGLYCEUA : 1 e.ae 1 oS
NYPERRALENIA 1 eae 1 0.08
WYTOCALCONTA 1 o.1e 1 8,08
WPOCLYCONIA 3 0.0 1 0.8
WYPOMASHESENTA 1 o.18 1 0.9
PEOTEDNURIA 1 0.1 1 0.0
The given figures ere &t = *Total” te the mmber of satlents -w- any sdvarse exparience in {his categoey
- 1:" ] "llm ;"':oor*lu -t jenat ance the axparfonce

in peroen '0 ha tote

Sdver se
1 nmber of petients enmlysad for sefety
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TR SRNCH St (T RS T TR AR, LT AT MEATERT e rmesrvens
(DATASEY 1 RAMDUMISED PATIENTS)
CENTER: ML
lenoxaparin Dote 48 wgi CGP 39393 Dose 15 oy YT AL
[RAMDONISED PATIENTS N = 1036 N = 1943 .= 2079
BODY SYSYEM CLASSIFICATION .
- xoverse exrextoer row PecveRRts Tom) ok i e Bt St e 20 Aot i
LIVER AND BILIARY SYSTER DISORDERS TOTAL z 0.1 2 &.19 3 029 1 .1 s e.24 3 .16
- JAMNDICE T .1 3 0. 4 0.19
MEPATIC FUNCTION ABNOWTWAL 2 el 1 e.30 3 8.4
CHILELITNIASTS i o0.10 ) 1 0.05
METABOLIC AND MUTRITIONAL DISONDERS . TOTAL} 54 5,21 1 0.19] &1 S.e5 118 8.5 1 0.93
NYPOVOL EMTA or A4.54 1 9.10] 5 5.13 101 4.96 1 o.03
WYPERURICENIA 4 0.3 4 o.38 8 u.38
SoUT 3 0.2y 3 0.29 & 0.2%
HYPORATRENTA z 0.1% 2 0.1¢
VENYDRATION 1 0.18 1 s.08
[MUSCULOSKELETAL , CONNECTIVE TISSUE AMD BOME DISONDERS TOTAL| 104 17.76 8 0.77] 176 14.87 T 9.67] 340 17.32 15 §.72
ARTHRALCIA 143 13.80 3 9.29] 145 13.9 2 0.1%} 288 13.85 5 .24
PAIN LEC 13 1.2 S 5,081 10 0.% 4 0.39 28 1.11 9 p.aS
JOINT DISLOCATION . 12 1.18 S 8.4 17 o.82
PAIN BACK ¢ 0.5 10 0.% 16 o.77
CRAMWPS LEG 4 0.3 L K ) * 9.63
ARTHROSIS 4 9.3 3 22y 7 85.34
The given Ffipures are : - *Totel® le the nueber of patisnts with eny edverse sxperience in this category

{mont clolly r-hhd fo tris) trestw.)
-Mm-b-' {'- lrwln‘ nt lwest oncs the sdverve oxperience,
in percent of totsl rumber of patlisnts wnelysad for u'cty

Y OF CLINICAL ADVERSEZ €FFECTS DURING THE 'IIXLI. TREATHENT PERIOD BY REI.ATIG 1’0 TREATHENT
IIIIELAI‘iD = NOT OR WI.II}!ELV KELATED, RELATED = PUSSIBLE,PROBAE OR MICHMLY E RELATION YO TREATMENT)

° (DATASET

Q CENTER:ALL

u . jencraperin Dose 49 ugl CCP 39393 Dose 15 »g TOT &L

d {rOwONISED PATIENTS LR " = 1043 = 2079

BADY SYSTEN CLASSIFICATION .
m wuwralated releted § unrolated ralated | unrelated relsted
ADVERSE EXPERIENCE (MM PREFERRED TERT) n I n x n X n X n X a0z
]
MUSCULOSKELETAL , COMNECTIVE TISSUE AND BOWE DISORDERS

w craws msbLE 6 0.58 1 ee 7 034
HYALGIA 2 a.xe z 01y 4 019

m BONE DISORDER 2 0.3y 2 o.10

c HYPERTOMIA 2 0.1y 2 0.0
FRACTURE 1 e.10 1 o0

m HERARTHROSTS 1 010 1 e.0s
INTERVERTEBRAL DISC OISORDER 1 eae 1 .08

h MUSCLE SPASHS 1 o.e 1 s.08
MYDCELOSTS 1 e.le 1 8.05

m OSTEONECROSTS 1 s.1e 1 o.08

I I l PAIN ARS 1 s 1 v.08
PATN SKELETAL 1 e.a0 1 005

m TENDINITIS 1 eae q 1 oees
TORTICOLLIS 1 010 1 6.8

= the mmber of puts repor t least once the edverss mxperience
in percent :1 g— (-t:! uoa‘-"c'w'—u-.h aralysesd for -i-h .

APPEARS THIS WAy
ON ORIGINAL
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TMTELAIED = 00T 08 %ﬁﬂﬁ%‘."%ﬁ%- TP 1ELE FROBABLE 08 HIEMY FRGBADLE RELATION TO TREATWENT)
SDAVASETs RAMDOMISED PAVIENTS)
CENTER:ALL
enoxaperin Dose 40 ngl CCP 39393 Dose 15 =y TOTAL
ED PATIENTS N 1036 » e 1048 N e 2079
DODY SYSTEN CLASSIFICATION unrelated ro.lﬂd unralwted related | uwelnted related
ADVERSE EXPERIENCE {XIMM PREFERRED TEWNW) n X n X n X n X LI n 2
HYO EMDO PERICARDIAL & VALVE DISORDERS TOTAL o 8.77 1 8.1 i1 1 o.91 1 5.0S
ANGINA PECTORIS 4 0.58 1 0.1t L4 15 o0.72 1 0.8%
NWYOCARDIAL INFARCTION 2 0.10 1 3 s.2e
COROMARY ARTERY DISEASE NOS b § 1 .88
PLATELEY, BLEEDING & CLOTTING DISORDER TOTAL] 158 14.48 178 16.09] 157 14.89 172 16.49] 297 14.29 347 16.4%
HEMOSRMACE NOS 144 13.9% 12¢ 11.97] 145 13.99 126 11.89] 289 13.90 268 11.93
HEMATORA 25 2.41 42 5.89 31 2.97 0 S5.75) 56 2.69 121 5.82
COAGULATION DISORDER z 0.)9 2 6.20
THROMBOCYTMENT A 2 0.1 2 s.20
PROTHROMAIN DECKEASED 1 0.0 1 o.0§
The given figawres are 1 - 'loQ:l 19 _the ramber of peijents »ith any sdversa experlonco in thia category
- ““!zf"l“:i:"r::r j}\o at jsust once the od sxperSemce ,
i in percent of g‘ toinl mmber of petiontis snslysed for -oh(
SAMARY OF CLINICAL ADVERSE EFFECTS DURINC THE N!M. TREATWENT PERITD BY IELAYIM TQ YTREATHENT
(URRELATED » MOT OR UMLIKELY RELATED, RELATED = POSSIBLE,PRUBABLE ON HIGHLY PRUBABLE RELATION TO TREATMENT)
{DATASET: RANDOMISED PATIENTS)
CENTER:ALL
lenoxeparin Dose 48 my| CEF 39393 Dose 15 mg TOTAL
RANDOMISED PATIENTS M= 1036 N = 1043 N 2 207Y
BODY SYSTEM LLASSIFICATION .
. unrelated reletad | uwsilsted reluted alnted rulated
ADVERSE EXPERIENCE (IMN PREFERRED TERM) n X n Z n Z n X z n 2
| PRSYCHIATRIC DISORDERS TOTAL] 165 15.93 3 0.29] 154 1877 319 15.34 3 e
INSOMNTA 134 122.93 129 11.51 256 12.22
AGITAIION . . 1 e.y7 14 1.4 2% 1.1%
SLEEP DISORDER ; 1 1.06 13 1.28 ™~ 1.5
CONFUSTON 9 o.a7 z 9.1  3.86 is o.87 2 s.10
AOTETY 3 e8.2¢ X 9.10 7 0.7 20 o.48 1 .08
DEPRESSION 4 0.3 1 0.1 5 0.2%
HERVOUSNESS P S Y ] 3 9.29 4 0.19
DRUE ABUSE 1 .10 1 o0.0%
HALLUCINATION 1 8.1¢ T 008
PAMIC DISORDER £ s.1¢ 1 0.08
PARONIRIA 1 0.1e 1 .95
PSYCHIC DISORDER T .13 1 o.08
THTMKIWG ADMORTAL X 9.10 1 8.38
RED BLOOD CELL DISORDERS YOTAL] 81 7.82 &5 &.34] 7z .90 43 s&.22] 153 7.38 8 e.23
AMENXA 78 7.53 38 3.38 1z 8. 3z 3.87] 158 7.22 7 3.22
HEMOCLDBIN DECREASED 3 9.2 19 0.9 11 1.#8 3 0.16 21 1.0:2

The given flgures are : - ’I‘olnl 1

in porcent of Qh. f‘%.:

re

onst once the

the mmber of pstients with eny sdverss sxverisnce in this category
imogt closly relatend \o trisl \ -
e of pa sdverss sxperience.
n\-oq- 5 --Mm(- snalysed for safety

APPEARS THIS way
ON ORIGINAL
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SIRURY OF CLINKCAL ADVERSE EFFECTS DURING THE TRIAL TREA PERTOD " RELATION 7O FREATWERY
(UNRELATED » NOYV OR UMLIKELY RELATED, RELATED = NSSX.L! JPROBABLE OR MICHLY PRUBABLE RELATION 10 YREATHENT?
(BATASET: RANDONISED PATIENTS)

CENFER:ALL
snoxeperin Dose 40 mg] TGP 19393 Dose 185 =y TOTAL
RAMDOWISED PATIENTS N = 2036 N o= 1043 " = 2079
BOTY SYSTEN CLASSIFICATION M
unrelsted raleted | uwalnted roleted | unraleted releoted
AIVERSE EXPERIENCE (IMM PREFERRED TEO) n 4 n X n x L2 4 ~ n X
IREPROKTIVE DISORDERS, FEMALE yoTAm, 3 0.0 1 B.9§
VACINAL HEMORRHACE * 1 9.10 2 0.95
- REPRODUCTIVE DISORDERS, MALE TOTAL 1 1 0,05
PHDROSIS X 1 8.05
RESISTANCE FECHANISH DISORDERS TOTAL b 3 82 4 9.1¢
INFECTION FUNGAL 1 3 0.2 s 0.2Y
RESPIRATORY SYSTEM DISORDERS TOTAL 53 S 0.48 4 4.8 & 0.58 9”7 4.7 11 053
COUCHING 15 T 8.0 13 1.28 28 1.3% 1 e.08
DYSPMEA - 15 1 0.10 11 1.e8 2 0191 2¢ 1r.28 3 0.1s
PHARYNGITIS s 5 b.48 10 8.48
wrroxza . 3 e.2y v e.a3
RESPIRATURY DISORDER 1 %.10 1 p.19 3 8.2% 2 0.1Y s 0.1% 3 e.18
EPISTAXIS 2 o0.1v 2 .19 2 e 2 o.10 . s.1y
> PMEUMONTA 3 .29 2 519 5 0.29
m BRONCHOSPASH 1 9. 3 e.29 s 0.9
PULMORARY EDEMA 2 u.1e 1 s 2 0.20 1 008
° RESPIRATONY DEPRESSION 2 0.a9 1 0.0 s eae
The pivern figures ere 1 ~ "Totul’ is the nusber of petlanta -lih ny adverse axpsriance in thls cetegory
o - ‘nswi ehﬂ:f“’::: :br:;:: l’n;.:t isest onte the sdversa experiencs,
in porcent of Qh- tetes]l number of petisnts snelysed for sutfety
Ll TS ST G AT, T L oLl £ S0 WT Ay FROBABLE RELATION 10 TREATIENT)
(DATASET: RAMDOMISED PATYENTS
A CENTER:ALL
m [oroxmparin Boss 48 wg| CEP 39393 Dose 15 wg TDI AL
— PATIENTS ’ N = 1036 N 1043 " = 2079
w BODY SYSTEN CLASSIFICATION wwslsted relsted | wwulated relwted | unrelated related
w ADVERSE EXPERTENCE (L1 PREFERRED TERN) X n % n Z M n % n £
o RESPIRATORY SYSTEM DISORUERS 1 w00 1 0.0 PR
£DEMA LARYNX 1 9.1 2 8.2¢ Zz e.x0
m RHINETTS R B 2 o.10
APNEA 1 s.28 1 0,05
h BRADYPNEA 1 o.19 X p.08
HYPOVENTILATION 1 6.20 1 8.3
w DEECTION CHEST X 6.10 3 005
u UBSTRUCTIVE AIRWAY DISEASE 1 sas 1 o058
RESPIRATORY INSUFPICIEWNCY 1 o.18 1 0.85
m SPUTUN INCREASED ' 1 o.10 1 e.08
TONSTLLITIS 1 0.10 1 e.0%
The given figures Are : - i-‘-:r:‘ul::l;h:-mh ‘n:hnh ‘i:“. any sdverse oxperlonce in thls category
= the meber b patien: ropn'-* lonat omce the adverso wxperisnce,

in parcent of the total mmbaer e! vatiarts smalysed tor nh‘l,

APPEARS THIS WAY
ON ORIGINAL
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TERE.E Sme et i cue I T IURENLITIR LS ELTE BT e meavees
(DATASET: RAMDOMYSED PATIENTS)
CENTER:ALL
jenoragerin Dose 40 wyl C3F 59393 Dosa 15 &y TOY AL
MISED PATLENTS N = 1036 M = 1083 N = 2079
{POSY SYSTER CLASSIFICATION unrslnted releted | uweiated rolatnd | unrelsted ralated
© ADVERSE EXFENIENCE (IVN PREFERRED TERN) n X LI 3 n X » X » X n X
SKIN AND APPENDAGES DISOEUERS TOoTAL 36 3.47 3 0.29) 43 4.12 5 0.a8 79 3.%90 8 0.3
BULLOUS ERUPTION 9 o.87 5 0.48 1 s.ael 18 0.67 3} 9.05
PRURITUS 7 9.68 5 #.48 2 0.19 12 6.58 z e.10
DERMATITIS CONTACT 5 0.6 8 0,77 13 0.63
PREISURE SORE & 0.58 7 0.47 13 9.63
RASH 2z 0.1¢ 2 0.129 3 0.2y 3 0.8 2 0.18
DERMATITIS 1 9.1% 3 2 019 3 0.1¢ 3 0.14
SKIM DISORDER s 5 0.2
ECZEMA 2 2 4 8.1?
SWEATING IMCREASED 3 1 4 0.1
FLUSHING 2 1 3 9.1s
RASH ERYTHEMATOUS 1 2 3 016
URTICARIA 1 1 0.18 3 1 .08
BRULISING L 1 0.8
E£DEYA LIPS 1 X 8.05
PSORIASIS 1 9.18 1 0,08
SKIN WLCERATION X 0.10 1 8,05

The plven figures are : - “Totsl® iz ihe

pationis with sny sdversa sxperisnce In this category

mamber o
twost closly releted h th
the of

treatm. 1
at iesst once the ad

BEST POSSIBLE COPY

oot of The Tot i mier U pet Tont e el yend Tor satoly T
Wmﬁti‘b EL%C& m‘ nium%r's#n‘%u‘!ﬂmm "-w l&'ax'\‘rlr%lg ﬁ.LAMYO TREATHENTY
(DATASET : RANDOMISED PATT
CENTER :ALL
jonoxerarin Dose 49 ag] CCP 39393 Dose 1S »y TOTAL
| RANDONTSED PATIENTS " 2036 n » 1063 N = 2079
BODY SVSTER CLASSIFICATION uwelated related | uralnted reloted | uweletad rateted
ADVERSE EXPERIENCE (I PREFERRED TERM) n oz n X n X n X n X n X
AND PR 10TAL 1 s.ls 1 e.05
PROCEDR/NE BLOOD AND LYIPHATIC 1 e.dxe 1 ».08
SYSTER IDTAL] 85 8.20 3 0.29; 3 a2 « 0.38{ 178 B.5¢ 7 03
URINARY RETENTION a3 &4.34 N 422 89 4.28
URINAXY TRACT INFECTION 17 1.64 13 1.5 38 1.44
OLICURIA 8 0.77 18 A% 18 v.a7
CYSYITIS 3 s.48 18 3.% 18 o.72
HEMATURIA 3 0.29 3 .29 2 0.3y 3 8,20 5 0.29 ¢ 08.29
BLADDER DISDRDER 1 e.18 5 .43 s 3.2
NWICTURITION DISOKRDER 3 0.29 2 0.19 5 0.9
ANURIA 1 0.10 1 9.1 1 0.1 2 0.19 X 0,08
CBITRUCTIVE UROPATHY 2 e.19 2 a0
RENAL FUNCTION ADMORMAL 2 03y’ 2 v.ap
URTMARY INCONTINENCE T s.le 1 e.Ap 2 0.}
BACTERIURIA WOS 1 9.10 T 3.98
DYSURIA 1 8.1e 1 e.98
HEMATURIA TRAVMATIC 1 8.10 1 e.08

Tha piven figures ers : - ‘Iohl 1s_the nuube
° - ! elmr Ml-\
nﬂnr

- M
in percent ol t'.-

? _patl u.m ::h,. =y sdverse swpariance in this category

l tria!
POr t 1 once the sdverss oxperierce
. mngt.nt::::. amaiysed for safuly s ’

APPEARS THIS WAY
ON ORIGINAL



NDA 21271

Page 131
mv'g nﬁm nﬁ‘u‘ rs&;s“%# “!P&"' wun:m r%nwonmlwt.nm Jo TREATMENT TREATHENT)
TDATASET: RANDOMISED FATIENTS)
S CENTER: ML
- Jeronaperin Dose 8 »g] CP 39333 Dese 15 wp TotaL
[RanpoMTSED PATIENTS LIRS "= Jees N = 2079
BODY SYSTEN CLASSIFICATION .
N wrelated reletsd | uwslated related { unrelstsd ralated
ADVERSE EXPERIENCE (I PREFERRED TERW) n X LIRS n X n 2 n o n 7
N CHRTT TN FREQUERCY 1 eas 1 s.0s
- RICTURITION URGENCY 1 0.0 1 e.08
PATS URIMARY TRACT 1 s.1e 1 s.08
FYuRza 1 0.}¢ T .98
STRANGURY 1 8.8 1 o0.08
URIRARY TRACT DISORDER 3 8.0 1 s.08
VASCULAR (EXTRACARDIAC) DISORDERS TOSAL] 31 2,99 41 3.96] 29 2.68 35 S5.35] 5% 284 76 3.6
THRONBOPIA_ERITIS DEEP 20 1.93 28 1.93] 20 1.92 12 1.15f 48 1.92 32 1.5
THRONMBOSTS 2 0.1 16 1.54 1 920 38 1.73] 3 s 36 2.6e
THROMPOPIA ERITIS 6 0.58 3 0.291 3 .29 1 610f 9 o.a3 4 8.1y
> CEREBROVASCIRAR DISURDER T 9.0 1 0.10 3 0.29] 1 e.es 4 819
THROMBOPHLEDITLS SUPERFICIAL 2 oy 1 s8] 1 0.0 3 036 1 9.e8
m ENBOL IS PULNOMARY 1 e.xs] 1 e.10 1 oge 1 s.e5 2z .10
PHLEBITIS 1 9.0 1 s.0s
o THROMBOETEOL, IS 3 sae 1 9,08
THROMBOPILEBITIS ARM 3 vae 1 ».0s
o The given filgures are 1 - *Totsl® ts the rumber of nﬂ-nh with any sdverse sperisnce in this cstegory
1wost closly related to tria t -}
La | - L':',."::'.’..‘S L O S IO R D T R N Ty e R
] T A T L oo Ao TE » TOASIIUE PRODABLE DR HICHLY PRUBABLE KELATION YO TREATHENT)
{DATASET: RANDOMISED PATIENTS)
m CENTER:ALL
— ancxsoar in Dase 49 sg| TGP 39393 Dosa 1S me ToTAL
w PATIENTS ! n o= 103¢ N = 106y N = 2079 .
m ’ POCY SYSTER CLASSIFICATION wrslated related | unrilsted  related | wrelasted  related
" ADVERSE EXPERIENCE (XMW PREFERRED TEAN) . 2z n X n o X n X n n %
c VISION DISORDERS TOTAL 3 829 4 2.38 1 00| 7 o 1 s
m CONINCTIVITIS 2z e.19 1 .10 3 o.1a
COMAMCTIVAL - HENORWNHAGE X 0.0 1 0.30] 1 e.es 1 s.08
EVE COMPLAINTS 1 e 1 o.08
P EYE DISORDER NOS 1 0.10 1 0.0%
m XERATITIS 1 e.10 1 0.08
l . I WMITE CELL SYSTEN DISORUERS voraLl 2 s.1% z 6.1 4 6,10
LEWKOCYTOSTS 2 0.y 1 0.8 3 0.1s
m LEWOPENTA 1 0.0 1 o5
The piven fiures are t - "Totsl® 12 the

‘wt\ clnly
he mmber of
in percent of ih‘
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SUMPUARY UF CLD'ICAL ADVERSE EFFECYS DURING THE PROPMYLACTIC TREATMENT PEIIM BY ltl.A‘lﬂl J0 TREATHEMY
CUNRELATED o MOT QR LB IXELY nuun RELATED » POSSIBSLE PRODABLE OR HICHLY RELATION TO TREATMENT)
IDATASET : RANDUMISED PATIENTS
CENTRE: ALL CENTRES
Unfrectionatad Neparin CCr 39393
Boss 3098 JU Doso 15 ep TOTAL
N = 220 N3 228 = 448
BODY SYSTEM CLASSIFICATION
unralat. relst. unrslnt. relut. unrelat. rolat.
ADVERSE EXPEPERIENCE 1IN PREFERRED TEMS) LI n n 2 LIRS n X nox
APPLICATION SITE DISORDERS TOTAL 1 0.5 °.9 5 2.2 T 8.2 1.6
DUECTION SXTE MASS 1 ¢.5 2 0.9 % 1.8 1 8.2 6 1.3
APPLICATION SIVE REACTION 1 ».4 9.2
BODY AS A WIOLE - GENERAL DISORDERS TOTAL 19 8.6 9 s 21 9.3 19 a4 4 2.0 19 43
WOUMD SECRETION 2 0. s 2.3 13 5.9 . 2.7 15 3.4 11 2.8
FEVER s 41 3 1.4 5 2.2 3 1.3 14 3.1 6 1.3
EDEMA LECS 3 1.4 1 o.8 3 1.3 1 0.4 1.3 2 o.e
PAIN CHEST 5 2.3 2 0.9 1.3 2 g.4
RICORS 1 8.5 1T 0.6 2 e.4
AMAFHYLACTIC SHOCK 1 0.8 T 0.2
AR TOTAL « 1.3 1 0.8 11 a9 3 1.3 15 3.4 LRY
BYPOTENSION 4 1.8 10 4.4 3 1.3 14 3.1 3 .7
HYPERTENSION 1 0.5 4 .2
SYNCDPE 1 0.% 1T 9.2

The given figures are : - "l’o(-l.' is {M
number o

tient. rm, t4 ¢
ln ure.nt nf go R«:x mu;.r":t-n

pationts with wny mzu experisnce in \hh edm—y (most closly rslated to trlal

verse axperienc

1-.3: anslysed for safely

?m OF CLINICAL ADVERSE EFFECTS DURING TME PROPHYLACTIC TIEA‘I’HEN‘Y FEIIOD’IV RELATION TO TREATMENT

TED = NOT oR "'LIK(LV R!LAT!D (]
RELAT = POSSIBLE ,FPROBABLE

fmATE ROBABLE RELATION TO TREATMENT)
CEMTRE: ALL CENTRES
Untractionsted Heparin cGP 39393
Dose 5908 IU Toss 15 ng YToval
»obY SYsTEN —— M - 220 N 225 N = 445
ADVEPSE EXPEPENTONCE (Ired PREFERRED TERM) ot et vnreipt- naley- et neleg-
CENTRAL AND PERIPYERAL NERVOUS SYSTEM  TOTAL s’ 2.3 i 4 18 * 2.0
DIZZINESS A T o.§ 2 0. 3 7
NEUROPATHY 1 as 1 0.4 2 0.4
PARESIS 1 8.5 1 0.6 2 0.4
HEADACHE 1 8.5 1 0.2
HYPOESTHESTA 1 oS 1 82
NEURALGIA 1 v 1 0.2
GASTROINTESTINAL SYSTEN DISORDERS TOTAL z2 10.0 5 2.3 21 9.3 T 33 a3 .7 12 2.7
NAUSEA % 1.3 z 0.9 15 6.7 [ n 7.0 4 2.0
voniTing . 18 31,3 1 0.4 7 1. 1oe2
HEMATENESTS T 0.s 1 o8 2 9.0 s 0.2 1 0.2
DIARRMEA 2 0.9 1 0.5 Z 0. 1 9.2
GASTROENTERITIS 2 0.9 1 0.8 3 0.7
CONSTIPATION 1 a8 0.4 2 0.
PAIN ABDOMINAL 1 6.8 1 0.4 2 o.s
GASTRIC LRCER PERFORATED 1 0.5 1 8.2
GASTRITIS v.a 1 0.2
Hicour 1 0.4 1 0.2

The given figures sre : - *Total® is the
= the maber
in parcent of

mabsr o
of g:-l.n(l roborting at

¢ patienta -l\h

rse axXperLenc

once sdve
total meber of pa un s analysed for safoly
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APPEARS THIS WAY
ON ORIGINAL



BEST POSSIBLE COPY

NDA 21271 Page 133

af CLINICAL ADVERSE EFFECTS BUNING THE PROPHYLACTIC TREATMENT PERIOD BY BELATION TO TREATMENT
IUNRELATED = NOT DR UNLIKELY IEI-A'!D. RELATED = POSSIDLE ,PROBABLE DR HICHLY mm: RELATION TO TREATIENT)
{DAVASET: RAMDOMISED PATIENTS)

CENTRE: ALL CENTRES

mcr.;:::-s::g xn;.u-tn E:- 339_9‘ ToTAL
"= 220 N 228 N o= 4aS
BOUY SYSTEM CLASSIFICATION
wwelst. ralat. wwelnt. raist, unrelst. relet.
ADVERSE EXPEPERIENCE (I PREFEARED TERN) L 1 n 2 » X n 2 n x n 2
HEART RATE AND RHYTHM DISORDERS T0TAL 3 1.6 4 1.8 7 1.4
BRADYCARDIA 2 6.9 2 2.9 . 0.9
FIBRILLATION ATRIAL 1 0.5 2 e s 0.7
TACHYCARDIA SUPRAVEMTRICULAR T 0.4 1 0.2
LABGRATORY ABNORMALITY ToTAL 1 0.8 3 1.4 2 e 1 0.4 3 0.7
LIVER ENZYNES ELEVATED 2 .9 1 0.8 3 o,
HYPORALEMIA z 0.9 2 s
HYPOCALCENTA 1 0.5 1 0.2
PNOSPMATASE ALXALJNE INCREASED 1 0.5 1 0.2
LIVER AND BILIARY SYSTEM DISORDERS TOYAL 1 0.5 1 9.2
HEPATOCELAULAR DAMACE 1 08 1 8.2
METABOLIC AND MUTRITIONAL DISORDERS TOoTAL 1 0.8 z 0.9 s .7
HYPOVOLUEMIA 1 0.8 1 0.4 2 v
KETOSIS 1 0.4 1 0.2
The piven figurss are ¢t ~ *Totsl® is the mmber of p-tlmh with mny sdverse sxperience in lhh e-imy tmost closly related to trial
- the mmter of petlents reporti h’ »t hs-! onoe the adveruce gxperisnce
in percant ot the total ramber of patiants snalysad for safoty
B S B O oL BT AP " RO R ik e
DATASET: AANDONISED PATLENTS
CENTRE: ALL CENTRES
TRENG | BeB roras
"« 220 Nz 225 N s 448
BODY SYSTEN CLASSIFICATION T Soaret. Toiat.
ADVERSE EXPEPERIENCE (IMM PREFERRED TERM) vpreigt. ey uprelgt. ey no n
AUSCULOSKELETAL SYSTEM DISORDERS TOTAL 10 a5 - 2 0.9 L 0.4 12 2.7 1 0.2
JOINT DTSLOCATION ’ ) 4 1.2 2 0.9 6 1.3
CRAMPS LEQ 2 6.9 Sl 0.4 2 e.0 1 8.2
PATM BAZK 2 0.9 2 0.4
ADNESIVE CAPSWLITIS 188 1 8.2
ARTHRALGIA . 1 0.6 1 0.2
PAIN LEC 1 8.5 1 9.2
YO ENDO PERICARDIAL % VALVE DISDADERS  TOTAL 1 o5 z .9 1 8.4 z 0. 2 0.4
ANGINA PECTORLS 1 0.5 2 0.9 1 9.2 2 0.4
MYOCARDIAL INFARCTION 1 0.4 1 0.2
PLATELET, SLEEDING 3 CLOTTING DISORDER  TOTAL s 3.6 17 7.7 s 3. 1 8.0 16 3.6 33 7.9
. HENORRRAGE NOS 7 3.2 12 5.8 s 2.2 12 5.3 12 2.7 29 5.6
MDTOM : o5 » a2 . 1.8 10 e 5 1. 19 a3
THRONBOCYTOPENTA 1 0.8 1 0.2
The given figures sre 1 - ;Ta(al' 19 lh. nm’.:.::ﬁgm..zia.-’ ’:.mi: :z::::n:wlm:’:.\nw) tuost closly relstad to trial
in percent - %'.. t‘ 3l rmber of potisntas snalysed tor safety
{mslg& mx:;to& &%r‘%%wwn? t%@%ﬂﬂ#ﬁ”rwe‘ﬁa‘u}?&%%m)
CENTRE: ALL CENTRES .
et by 6 ToTat
BOTY SYSTER CLASSIFICATION hem n-n e
ADVERSE EXPEPERIENCE (IMN PREFERRXD TEWN) i A et e 3 o ot
PSYCHIATRIC DISORDERS 10TM 3 1. 2 a9 s 2.2 1 0.4 s 1.8 s 0.7
ANXIETY 1 es 3 1.3 LR ]
ConFusIoN 2. 0.0 1 s 1 e 3 o7 1 0.2
INSOMNIA 1 0.4 1 0.2
WERVOUSHESS 1 e 1 .2
PFIYCHOS IS 1 o.8 1 9.2
RED BLOGE CELL DISORDERS TOTAL 2 0 3 1.8 s 1.1
Aroma 2 9 s 1.3 5 1
REPRODUCTIVE DISORDERS, FEMALE 0IM 1 .8 1 0.2
UTERINE MEMORRWACE 1 oS 1 0.2
REPRODUCTIVE DISORDEWS, SEX UNSPECIFIE  TOTAL 1 .S T .2
NONILIASIS GENITAL 3 0.8 X .2
RESISTANCE MECMANISH DESORDIRS TOTAL s 2.7 3 1.3 9 2.0
INFECTION 3 1.4 2 o9 5 311
HONILIASIS 3 1.4 3 9.7
HERPES SINPLEX ’ PLX) 1 9.2

Tha given figures are : - *Totsl® 3 the nrt.r of patianis with any sdverzs experisnce ln ﬂ\h u!‘!ﬂ', tmost closly related to trisl
~%on\l..ro ] g.r-.ru\n' at lea e the adverss ewperi
in percent of the Total ramber af nationts u‘l,s.‘ for sataty
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SUFIARY OF CLINICAL ADVERSE EFFECTS DURING PROFHYLACTIC TREATNENT PERIOD 3Y RELATION TO TREATWENT
TURRELATED = NOV OR tl‘LllELV l(LA“ﬂ, RGLAYSD 2 POSSIBLE ,PRUBADLE OR WICHLY PROBABLE RELATION TO TREATMENT)
IDATASEY;: RANDOMISED PATIENTS)
CENTRE: ALL CENTRES
Ihlneunmhd Hooarin CGP 39373
se 5000 IV Dose 15 =p YOTAL
n s 220 N = 228 L]
BODY SYSTEM CLASSIFICATION
unrelst. relat. unrelot. rolet. wunrelat. relat.
ADVERSE EXPEPERIENCE (IMN PREFERRED TEIM) n z n 2 n Z n X n X n Z
RESP SYSTEN O T0TAL 7 3.2 1 0.5 6 2.7 1 8.e 13 2.9 2 0.
PMEUNONIA 1 0.8 1 e 2 o9 3 0.7 1 0.2
DYSPNEA 1 0.5 2 v.9 3 0.7
RESPIRATORY DEPRESSION 1 0.8 1 0.8 2 0.4
ASTHWIA 1 0. T 0.2
BRONCHITIS 1 0.5 1 e2
BROWCHOSPASH X o8 1 0.2
COUGHING 1 &8 1 9.2
EPISTAXIS 1 0.4 1 e.2
PULMDNARY EDEMA 1 0.6 1 0.2
RHINIVIS 1 0.8 1 0.2

The gtven figures are : - ‘Total” is the nunbor of patients with any
= the nusber of numgn reporiing

wt !nd

rse oxperi

wdve:
in percent of the tota: mmsber of numh analysad for safoty

SARY
CUNRELATED >
IDATASET : WISED PATTENTS)

Of CLIMICAL ADVERSE EFFECTS DURING THE PROPHYLACTIC JREATMENT PERIOD BY RELATION YO TREATMHE
C° IXELY RELATED, RELATED = POSSIBLE,.PRUBABLE OR HIGHLY PROBABLE RELATIONM 7O nunﬁyn)

adverss sxperience in this eﬂmr, (most closly relested to trial

CENTRE: ALL CENTXES
Untractionated dHeparin P 32393
Dose 5900 IV Dose 15 wg TOTAL
N = 220 N = 228 N = 448
BGDY SYETEM CLASSIFICATION unrelat. raint. unrelat. rulat. wwelat. relst.
ADVERSE EXPEPERIENCE (IMM PREFERRED TERM) " % n X n oz n z LI n X
SKIN AND APPENDAGES DXSORDERS TOTAL 4 1.8 1 a9 15 3.4
URTICARIA 1 e.s 4 1.8 $ 1.2
BULLOUS ERUPTION 2 0.9 2 0.
PRURI YU ) 2 o9 2 .4
acne 1 s 3 0.2
DEMWATITIS 1 0.5 Y 0.2
DERMATITIS CONTACT 0.5 1 .2
INFECTION SKIN | I K 1 0.2
SEBORRMEA 1 0.8 1 0.2
SKIM ULCERATION 1 0.8 1 6.2
URIMARY SYSTEM DISORDERS TatTAL 10 4.5 21 2.3 3 13 n 7.0 s ey
CYSTITIS 5 2.3 8 3.6 13 2.9
URINARY TRACT INFECTION 3 1.4 7 3. 1 0.8 10 2.2 1 8.2
URINARY RETENTION 3 1.6 3 1. - ¢ 1.3
HEMATURTA 1 oS 2 0.9 z 9.9 3 3.7 2 %
OLIGURIA 3 1.3 3 0.7

The glven figures are : - 'Foial’ ls the
« tha Mmmbe
in percent of the tota

mmber of patjents with any sdversa experience in lhll elhgury {wost closly related to trial
r of patients raporﬂn’ at least ance tha

1 masber o

=8 exporionc

patiants snalysed for safety

?mnv Of CLINICAL ADVERSE EFFECTS DURING THE PROPHYLACTIC JREATMENT PERIOD BY RELATION 70 VREATHE!

ATED & NOT OR
(DATASEY: WISED‘M

.lr'KELV gELAYEﬂ. RELATED = POSSKBLE,PROBABLE OR MIGHLY PROBABLE RELATION YO TIEATHEN'”

CENTRE: ALL CENTRES .
Ihfruun!“ Hepar in <GP 39393
$6%0 IU Gote 1S mg ToTAL
o Svsren cuLssiriesTion T B e T I
ADVERSE EXPEPERTENCE (DM PREFENRED TERM) ‘nrelgt. ey gt e ¥ ok [tae ¥
VASCULAR {EXTRACARDIAC) DISORDERS TOTAL 28127 10 a.5 8 3.6 4 1.8 3% 3.1 1. 3.1
THROMDOPHLEDITIS DEEP 27 12,3 19 4.5 8 3.6 4 28 35 7.9 18 3
THROMBOPHLEDITIS 1 08 1 8.2
VISION DISORDERS TOFAL 1 6.5 2 a2
INFECTION OCULAR 1 0.8 3 8.2
The given figures sre t ~ ‘Total® is \he muder of pat cwh with any -tnr o0 expariecs in his nt-pn teost vlesly related to trisl
- the of pa \un& t—n’ the sdverse axperlonce,
of the 1 masnber 00 sationts mnalysed for safety

Sponsor’s tables volume 1.79 p.8-32-157-164
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Appendix 4
pndrejak M.

Desirudine (Revasc): preventive therapy for deep venous thrombosis. [French]
Presse Medicale. 28(35):1999 Nov 13.

Barbaud A.

prug-induced contact dermatitis: An update and advice conceming the prescriptions of systemic
frugs. .

Revue Francaise D'Allergologie, 1999, Volss/Pg 39/4 (301-310).

Haas S, Turpic AGG.
Introduction.
Blood Coagulation and Fibrinolysis, 1999, 10(Suppl 2):S1-S3.

Harenberg J, Huhle G, Wang LC, et al.

Re-cxposure to recombinant (r)-hirudin in antibirudin antibody-positive patients with a histery of
heparin-induced thrombocytopenia.

British Journal of Haematology. 109(2):360-3, 2000 May.

Kleiman NS, Granger CB, White HD, et al.
Death and nonfatal reinfarction within the first 24 hours after presentaion with an acute coronary

syndrome: expericnce from GUSTO-ITb. Global Utilization of Strategies for Total Occlusion.
American Heart Journal, 137(1):12-23, 1999 Jan.

Komatsu Y, Inoue Y, Goto Y, et al.

Pharmacological effects of a novel recombinant hiredin, CX-397. in vive and in vitro: comparison
with recombinant hirudin variant-1, heparin, and argatroban.
Thrombosis & Haemostasis. 81(2):250-5, 1999 Feb.

Martin L., Machet L, Gironet N, et al.

Eczematous plaques related to unfractionated and low-molecular-weight heparins: cross-reaction
with danaparoid but not with destrudin.
Contact Dermaitis. 42(5):295-6, 2000 May.

Martineau P, Tawil N.
Heparins, heparinoids and hirudin-derivatives.
Krankenhauspharmazie. 20(8):333-42, 1999.

Menear K. »
Direct thrombin inhibitors: Current status and future prospects.
Expert Opinion in Investigational Drugs. Vol 3(9) (pp 1373-1384), 1999.

Nemergut C, Cheng JWM.

Use of dircet thrombin inhibitors in acute coronary syndrome.
Clinical Therapeutics. 22(8):937-948, 2000 Aug.
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Oger L. Mottier D
Update on anticoagulants.
Presse Medicale. Vol 29119y (pp 1079-10821. 2000,

Schifiner R, Glasst A Landthaler M. et al.

Tolcranve of desirudin in a patient with generalized eczema after intravenous challenge with heparin
and a defaved-type skin reaction to high and low molecular weight heparins and heparinoids.
Contact Denmatitis. 42(1):49, 2000 Jan.

Tardy-Poncet B, Tardy B.

Hepann Induced Thrombocytopenia. Minimizing the Risks in the Elderly Patient.
Drugs X Aving, 2000 Mav, 16(5):351-364.

Sponsor’s text Safety Update volume 1 pp.121-122.

Appendix 5- Materials Reviewed:

Materials — reviewed

BEST POSSIBLE COPY

Volume Content

11 Overview of Application

1.48-1.69 Clinical Pharmacology Studies

1.70-91 Maijor Clinical Trials, including cardiology
1.92-124, SAS data sets .Case Report Tabulations

1.25-1.37 : . Case Report Forms
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Please see Dr. He’s March 7, 2003 MOR for the Safety Update.

| /S/ 2702

Alice Kacuba

NDA 21-271



See the Medical Officer’s Review Dated May 11, 2001
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG
PRODUCTS MEDICAL OFFICER’S REVIEW

NDA: NDA 21-271/N-000-C
Sponsor: AVENTIS PHARMACEUTICAL PRODUCTS, INC
200 Crossing Boulevard
Bridgewater, NJ 08807-0890 USA
Drug name: Iprivask (desirudin)
Subject: An amendment to NDA 21-271 with a complete response to the

Approvable Letter dated May 14, 2001 and CMC Discipline
Review Letter dated April 16, 2001.

Date submitted: October 3, 2002
Date received: October 4, 2002

Review completed: March 4, 2003

Reviewer: Ruyi He, M.D.

1. EXECUTIVE SUMMARY

This submission is an amendment to NDA 21-271 with a complete response to the
Approvable Letter dated May 14, 2001. The sponsor’s responses are acceptable. The
revised package insert should be further modified as recommendzd in section 9 (package
insert review) below. Also, I recommend that the sponsor be requested to agree to a post-
marketing commitment for further study in hepatically impaired patients to provide safety
information and appropriate dosing regimen for those patients.

Overall, the safety information presented in the Safety Update Reports for the period
between September 2000 and May 2002 is consistent with the known safety profile of
desirudin. However, anaphylactic reaction was identified as a potential safety signal
because of two case reports in cumulative experience. “Allergic reactions” is listed in the
desirudin labeling under the section of PRECAUTIONS. “Anaphylactic/anaphylactoid

reactions” is added in the section of ADVERSE REACTIONS, under the subsection of
Post Marketing.



NDA 21-271/N-000-C
Page2 of 11

2. BACKGROUND:

NDA 21-271 was originally submitted on June 28, 2000 for desirudin. Desirudin
(Iprivask, recombinant desulfatohirudin) is a selective thrombin inhibitor. Iprivask is
proposed for the indication of the prophylaxis of deep vein thrombosis, which may lead
to pulmonary embolism, in patients undergoing elective hip replacement surgery. For
additional background information, see Medical Officer’s Review dated May 11, 2001.
The approvable letter for NDA 21-271 was issued on May 14, 2001 in which further

CMC, pharmacology and clinical information were requested. Major clinical issues were
as following:

Address safety concerns regarding the proposed 2-count carton.
Submit revised draft labeling

Submit an alternate proposed proprietary name.

Submit safety update

Although not required for approval, the sponsor also was requested to provide following
information:

¢ Safety information from the first market date to the start of the Safety Update.

¢ Clinical information to support the labeling recommendations for switching from
desirudin to other anticoagulants and from other anticoagulants to desirudin.

The letter also mentions that information provided in the NDA did not address use of
desirudin in races other than Caucasian or provide safety information and optimal dosing
regimen in hepatically impaired patients.

/

In this submission, the sponsor provides a complete response to the approvable letter and
a proposed draft labeling.

3. SAFETY CONCERNS REGARDING THE PROPOSED 2-COUNT CARTON

The 2-count carton was labeled as «#= and the Division of Medication Errors considers

that it may be mistaken that the total content of the 2-count carton is ——_ of the active
drug.

The sponsor proposed that the number =~ be changed to a bolded Two (2) so the content
statement reads as follows:

“Two (2) x —
Reviewer’s comments: The sponsor’s propesal is acceptable' from a clinical

standpoint. A consultation request was sent to the Divisicn of Medication Errors
regarding this issue and the review is pending.
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N

4. ALTERNATE PROPOSED PROPRIETARY NAME

The sponsor submits the proposed proprietary name, IPRIVASK. The Division of
Medication Errors has reviewed the proposed proprietary name and found proposed
proprietary name, IPRIVASK is acceptable (see the consultation response from the
Division of Medication Errors for NDA 21-271 dated December 5, 2002).

5. SAFETY UPDATE

5.1  Safety Update from September 2000 to November 2001

Desirudin is approved in 28 countries for the indication of prophylaxis of DVT in patients
undergoing orthopedic surgery. So far, desirudin has not been withdrawn from the market
anywhere, nor has its use been suspended anywhere.

Patient exposure

Cumulative worldwide patient exposure from the first quarter of 1999 to November 2001
shows an estimated === absolute counting units of desirudin with 12,043 patients
exposures. For the period of September 2000 to November 2001, there were
approximately 6,448 patients exposures for e=sw absolute counting units.

I_ndividual Case Histories

A total of 10 spontaneous reports were received between September 2000 and November
2001. Six of ten adverse events reported were serious and 3 of 10 (1 serious and 2 non-
serious) adverse events were not listed before. '

One serious and unexpected adverse event is violent abdominal pain requiring morphine
sulfate. This was a 70-year-old female patient with no relevant history. She underwent
knee surgery and received her first dose of desirudin SC pre-operatively. Post-
operatively, she received a second desirudin injection, and 5 hours later, experienced
violent abdominal pain requiring morphine sulfate. In the morming, she was found
comatose and had developed hemorrhagic shock after 1300 cc blood loss from the
surgical site. The patient recovered without sequelde.

Five serious listed adverse events are summarized below.

APPEARS THIS WAY
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Case # Event Causality | Outcome
200021292FR | Cutaneous erthematous and pruritus Possible Recovered
200021306FR | Hematuria, fever. Urinary cultures negative Possible, ? | Recovered
200021491DE | 73 yo F with plasmacytoma infiltrated to | Possible Ongoing
lung, bone marrow and kidney, increase in
: SGOT to 69, SGPT to 61, bilirubin normal
200110351FR | 80 yo m with staphylococcal osteoarthritis | Possible Recovered
developed  pruriginous  vesiculo-papular
eruption
200111089FR | Pulmonary embolism Lack of Recovered
effect

Two adverse events which were listed as non-serious and unexpected were burning
micturation, severe upper abdominal complaints and intestinal cramps.

Two other non-serious and expected adverse events were urticaria, generalized drug
induced exanthema and difficulty in swallowing in the course of allergy.
5.2  Safety Update from November 2001 to May 2002

During the period November 2001 to May 2002, the worldwide sales of desirudin are
estimated to be > counting units. There were approximately 2,551 patients exposed.

During this period, only one spontaneous case (200213786DE) was reported. This case
was a 62-year-old woman who experienced erythema, dyspnea and shock five minutes
after her first subcutaneous dose of desirudin for thromboembolism prophylaxis. The
reporting physician described the event as an anaphylactoid reaction and life-threatening.

Her medical history was significant for heparin-induced thrombocytopenia and treatment
with lepirudin in 1999.

A search of Aventis’s Pharmacovigilance data base revealed one more report (DEOI-
05640) of allergic reaction. This was a 68 year-old man who experienced tachycardia.
hypotension, chill and shock two to three minutes after his first dose of desirudin (15 mg)
for thromboembolism prophylaxis.

In both cases, the temporal relationship between event onset and desirudin administration
indicates desirudin might have caused the events.

No other adverse event was reported during this period.

5.3  Safety Update from May 2002 to September 2002

Two initial spontaneous reports of thrombocytopenia were reported in this period. In both
cases, the patients had previous heparin-induced thrombocytopenia and were being
treated concomitantly with heparin initially.
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No other adverse event was reported during this period.
5.4 Conclusions of Safety Update

Overall, the safety information presented in these Safety Update Reports for the period
between September 2000 and May 2002 is consistent with the known safety profile of
desirudin. However, anaphylactic reaction was identified as a potential safety signal
because of two cases reports in cumulative experience. Allergic reactions are listed in the
desirudin labeling under the section of PRECAUTIONS. Anaphylactic/anaphylactoid
reactions are added in the section of ADVERSE REACTIONS, under the subsection of
Post Marketing.

According to the sponsor, o —

6. SAFETY INFORMATION FROM THE FIRST MARKET DATE
(MALAYSIA-NOYV 95) TO THE START OF THE SAFETY UPDATE (MAY 1,
99)

According to the sponsor, desirudin was p=——= - )

.. . Germany was the first country where it was marketed on September 26, 1998.
There had been 5 adverse events reported in 3 patients, as of Apr:l 30, 1999. One patient
experienced coagulation abnormalities, a second patient developed epistaxis and a third
patient developed hemorrhagic shock secondary to an abdominal wall hematoma.

7. CLINICAL INFORMATION REGARDING SWITCHING BETWEEN
DESIRUDIN AND OTHER ANTICOAGULANTS

In the approvable letter dated May 14, 2001, the sponsor was requested to provide
clinical information to support the labeling recommendations on switching from oral
anticoagulants to Iprivask or from Iprivask to oral anticoagulants, under
PRECAUTIONS section, Drug interaction subsection. The sponsor was also requested
to revise this paragraph to provide what is known and additional guidance how patients
should be switched. In this submission, the sponsor has revised this subsection to read as
follows:

Use in patients switching from oral anticoagulants to Iprivask or from Iprivask ro
oral anticoagulants.
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The sponsor referred to a study (RH/E35) report in the original NDA 21-271 submission
(6/28/00) to support above labeling recommendations for switching from desirudin to
other anticoagulants and from other anticoagulants to desirudin. Study RH/E35 was an
open label and single center trial to investigate the possible interaction between CGP 39
393 (rec-hirudin) and warfarin in 12 healthy male volunteers.

This study was a PK/PD study. According to the report, the co-administration of CGP 39
393 and warfarin was well tolerated by healthy volunteers. Bleeding times were
comparable pre-dose, warfarin alone, CGP 39 393 alone and warfarin + CGP 39 393.
APTT was prolonged for warfarin + CGP 39 393 compared to warfarin alone and PT was
slightly prolonged for warfarin + CGP 39 393 compared to CGP 39 393 alone.

Based on the results of this PK/PD study, from a clinical standpcint, the above labeling
recommendations are generally acceptable. However, because the oral anticoagulant used
in the study was warfarin and oral anticoagulant activity was measured by INR, for
greater clarity, I recommend the following modifications:

e

e

: . concomitant
administration of warfarin did not significantly affect the pharmacokinetic effects of

desirudin. When ~———— warfarin and desirudin/ were co-administrated
greater inhibition of hemostasis measured by activated partial
thromboplastin time (aPTT), prothrombin time (PT), and international normalized
ratio (INR) was observed. If a patient is switched from
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8. OTHERS

In the Approvable Letter, the Division informed the sponsor that information provided in
the NDA did not address the use in races other than Caucasian or provide safety
information and optimal dosing regimen in hepatically impaired patients.

Regarding the use in races other than Caucasian, although in the clinical studies all of the
patients were Caucasian, so far no reports or publications suggest that thrombin inhibitor
may function differently between the races. Therefore, I consider that further study in
different races is not necessary. However, the information about races of study subjects

should be included in the CLINICAL TRIAL section of labeling (see section 9 below for
detail).

Regarding the use in hepatically impaired patients, although Iprivask is not metabolized
and eliminated in liver primarily, thrombin and many other coagulation factors are
synthesized by liver. Safety information and information tc direct dosing regimen in
hepatically impaired patients are needed. Therefore, the sponsor should be requested to
agree to a post-marketing commitment for further study (i.e., PK/PD study) in hepatically

impaired patients to provide safety information and appropriate dosing regimen for those
patients.

9. PACKAGE INSERT REVIEW

I have following recommendations for modifications of the package insert. The rationales
will be provided with each recommendation. Otherwise, the rev 1sed package insert is
acceptable from a clinical stand-point. :

e Second paragraph in the section of CLINICAL TRIALS is proposed by the sponsor
as following:

- J

Reviewer’s comments: The information about race, the numbers of patients
enrolled, treated, and excluded from per-protocol population should be included in
this paragraph. It is unnecessary to provide age and sex by treatment groups,
because they were very similar in both groups. The sponsor declined to use “all
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treatment population” for efficacy analysis as recommended by FDA, because the
sponsor considered that it is not known whether non-evaluable patients had
clinically occult VTE, the “all treatment analysis” may provide false low incidences
of VTE. I recommend that this paragraph be modified as following. Additions are
shown by the underline and deletions are shown by double-strikeout.

) ) ) . A _total of 445
patients were randomized in the study, 436 patients were treated, and 85 patients were

excluded from efficacy analysis, mainly because of no phlebography or inadequate
reading of phlebography.

s ————

—

—————————  Patients ranged in age from 34 to 89 yeérsljmean age-68.4
years) with 41.8% men and 58.2% women. All enrolled patients were Caucasian.

* Third paragraph in the section of CLINICAL TRIALS is proposed by the sponsor as
following:

Reviewer’s comments: The information about race, the numbers of patients
enrolled, treated, and excluded from per-protocol population should be included in
this paragraph. It is unnecessary to provide age and sex by treatment groups,
because they were very similar in both groups. The sponsor declined to use “all
treatment population” for efficacy analysis as recommended by FDA, because the
sponsor considered that it is not known whether non-evaluable patients had
clinically occult VTE, the “all treatment analysis” may provide false low incidences
of VTE. I recommend that this paragraph be modified as following. Additions are
shown by the underline and deletions are shown by double-strikeout.

; . A total of 2079 patients
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were randomized in_the study, 2049 patients were treated, and 508 patients were

excluded from efficacy analysis mainly because of no phlebography or inadequate
reading of phlebography. —

- Patients ranged in age from 18 to 90 years (mean age 68.5
ears) with 41.7% men and 58.5% women. All enrolled patients were Caucasian.

I

e Under the section of PRECAUTIONS, subsectlon of Antibodies/Re-exposure, the
sponsor proposed the following:

Antibodies/Re-exposure: Antibodies have been reported in patients treated with
hirudins. - —

L Ry = S e —

~—— Allergic events were reported in <2% of patients who were admxmstered
desirudin in Phase III clinical trials.

Reviewer's comments: The second sentence should be deleted as shown below,
because it does not provide valuable information.

Antibodies/Re-exposure: Antibodies have been reported in patients treated with
hirudins. - '

———

——— ————

_— Allerg{c events were reported in <2% of patients> who were administered
desirudin in Phase III clinical trials.

e Under the subsection of Drug Interactions in the section of PRECAUTIONS, the
sponsor proposed the following:

Use in patients switching from oral antzcoagulants to Iprivask or from Iprivask to
oral anticoagulants. —



NDA 21-271/N-000-C
Page 10 of 11

Reviewer’s comments: The proposed labeling above is based on a PK/PD study in 12
healthy male volunteers. From a elinical stand-point, it is generally acceptable.
However, because the oral anticoagulant used in the study was warfarin and oral

anticoagulant activity was measured by INR, for greater clarity, I recommend the
following modifications:

- The concomitant
administration of warfarin did not significantly affect the pharmacokinetic effects of
desirudin. When warfarin and desirudin/ were co-administrated
_— greater inhibition of hemostasis measured by activated partial
thromboplastin time (aPTT), prothrombin time (PT), and international normalized
ratio (INR) was observed. If a patient is switched from —— ~ L ——

to Iprivask therapy, ——

10. REGULATORY RECOMMENDATIONS

From a clinical standpoint, the sponsor’s responses to the Division’s approvable letter
dated May 14, 2001 are acceptable. The revised package insert should be modified as
recommended in section 9 (package insert review) of this review. Also, I recommend that
the sponsor be requested to agree to a post-marketing commitment for further study (such
as PK/PD study) in hepatically impaired patients to provide safety information and
appropriate dosing regimen for those patients.
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